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CLINICAL TRIAL SUBJECTS: ADEQUATE FDA 
PROTECTIONS? 


WEDNESDAY, APRIL 22, 1998 

House of Representatives, 
Committee on Government Reform and Oversight, 

Washington, DC. 

The committee met, pursuant to notice, at 1:08 p.m., in room 
2154, Rayburn House Office Building, Hon. Dan Burton (chairman 
of the committee) presiding. 

Present: Representatives Burton, Cox, Horn, Davis of Virginia, 
Pappas, Waxman, Maloney, Barrett, Norton, Cummings, and 
Kucinich. 

Staff present: Kevin Binger, staff director; Daniel R. Moll, deputy 
staff director; William Moschella, deputy counsel and parliamen- 
tarian; Judith McCoy, chief clerk; Teresa Austin, assistant clerk/ 
calendar clerk; Laurie Taylor, professional staff member; Will 
Dwyer, director of communications; Ashley Williams, deputy direc- 
tor of communications; Robin Butler, office manager; Cherri 
Branson, minority counsel; and Ellen Rayner, minority chief clerk. 

Mr, Burton, llie committee will come to order. A quorum being 
present, the Committee on Government Reform and Oversight will 
start its business. 

I ask unanimous consent that all Members and witnesses’ writ- 
ten opening statements be included in the record and, without ob- 
jection, so ordered. 

Today is the third in a series of hearings examining issues relat- 
ing to the Food and Drug Administration and its policies affecting 
American citizens in need of medical care. We began this series in 
February, addressing ways to expand access to alternative and in- 
vestigational therapies. We heard from patients and experts who 
testihed about the need for change, both in the way the FDA allows 
treatment through compassionate use of investigational drugs as 
well as the need for legislation that would give all Americans the 
freedom to choose their own medicine. 

Today, we hope to hear from the Lead Deputy Commissioner 
from FDA, Michael Friedman, on those issues and to introduce an- 
other issue of concern in patient care. That is, the withholding of 
therapeutic care from patients who are enrolled in high-risk clini- 
cal trials, many of which are approved and regulated by the Food 
and Drug Administration. 

The FDA has prided itself on its regulatory process of drug ap- 
proval as one which fully protects Americans from unsafe products. 
But it is troubling to learn that the agency continues to approve 
the use of Americans who are at high risk for serious illness and 
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death in its clinical trial process in ways that are considered by 
many research scientists to be completely unethical. Specificadly, I 
am talking about the exposure of clinical trial subjects to periods 
of, quote, washout, end quote, where they are taken off medications 
which are significantly improving their condition and longevity. An- 
other common method of testing new drugs is the study of a group 
of patients who are given a placebo, once again taken off of their 
current medications, and switching them to a treatment that has 
no therapeutic value. These procedures are undertaken daily 
throughout our country in the name of scientific advancement. 

But what happens to those who are at high risk of danger, and 
who submit themselves to such experiments without understanding 
the dangers involved? 

The FDA may say that clinical trial subjects are required to give 
their consent to such experiments after being fully informed of the 
risks involved. But do patients with severe depression, attention 
deficit disorders, or even schizophrenia have the ability to fully un- 
derstand what they are agreeing to? 

We will hear today from a renowned research scientist. Dr. Adil 
Shamoo, who has found through his own studies that they do not. 
What’s more, he has found that when subjects are lost through ad- 
verse reactions or suicide during the washout and placebo phases 
of research, these casualties are almost never reported to the Food 
and Drug Administration. How can we better insure that these pa- 
tients are not being treated improperly or used as guinea pigs? 

And what about patients who have potentially deadly illnesses, 
for which there is an existii^ treatment? Should we ever, in the 
name of science, take them on of all therapeutic treatment, placing 
them at risk for death or serious illness? There is a growing chorus 
of research scientists throughout the world who say that such a 
practice is unethical and unacceptable. Yet, the FDA continues to 
promote the use of placebos in research where patients are at high 
risk of severe danger or even death. 

We will hear today from Joe Foster, a man whose life was 
changed forever when he was taken off of the medication his doctor 
had prescribed to control his blood pressure. He entered a clinical 
trial and was told by the new doctor that his health would be close- 
ly monitored. He was then sent home with a bottle full of sugar 
pills. He suffered a heart attack and a stroke within several days. 

This clinical trial was designed to test a new drug against a pla- 
cebo, and Joe Foster will tell you that if he had understood what 
could happen to him, that he would not have volunteered for that 
trial. 

Today, we will also hear from Dr. Peter Lurie, a highly esteemed 
doctor of research methodology. He will explain why FDA should 
discontinue its promotion and approval of trials that place a con- 
trolled group of patients at such a high risk of harm. 

At our previous hearings, we heard testimony about the need to 
promote the progress of medicine and that further testing of alter- 
native therapies is needed. But it needs to be accomplished in ra- 
tional ways, using methods that do not endanger the subjects. As 
I have stated in the past, not many dying cancer patients want to 
part of a test where they will end up with a placebo and no chance 
for survival. And, indeed, in the field of cancer research, placebo 



3 


trials are almost unheard of. So why does FDA continue to require 
their use in other areas of research? 

Medical progress is important to our future. But the process of 
scientific proof should not take us backward in history. The 40-year 
Tuskegee study in which treatment was withheld from black men 
with syphilis and the injection of live cancer cells into elderly pa- 
tients in the 1960’s should serve as a stark historical reminder of 
the abuses that can occur in the name of science. However, this 
past week in New York City it was revealed that the New York 
Psychiatric Institute conducted experiments on young boys and 
girls by injecting them with fenfluramine, a substance first ap- 
proved by the FDA and later banned because of potentially deadly 
side effects. This drug was found to cause heart valve damage in 
adults and, as yet, there is not enough evidence to show that it 
does not hurt children. What’s more, this drug was injected into 
children to study its effects on their brains, not because it would 
benefit them in any way. 

Yesterday’s paper reported that the experiments on children con- 
tinued even after the drug was banned by the FDA, with an FDA 
spokesman stating that this experiment using inner-city children 
was apparently grandfathered in. If the drug was banned for use 
in adults, certainly the FDA should have banned its use in chil- 
dren. 

This is startling news in modern-day America and provides fur- 
ther evidence that somewhere the system has broken down. What 
are the rights of experimental subjects, especially children who 
may be subjected to a treatment that could harm them? What safe- 
guards are afforded after a drug is banned in the marketplace, to 
ensure that these experiments do not continue? Perhaps Dr. Fried- 
man from the FDA, who is highly credentialed in research and 
medicine, will be able to shed some light on this matter. 

We have an obligation to answer these questions, to encourage 
the practice of medicine which focuses on the best interests of the 
patients, rather than sacrificing the rights, health, and safety of 
the patients to accomplish the objectives of science. 

I would like to welcome all of our witnesses here today and look 
forward to hearing their testimony. I would ask that all witnesses 
summarize their testimony in 5 minutes. Your full statements will 
be submitted for the record. And with that, I now recognize my col- 
league, Mr. Waxman, for his opening comments. 

Mr. Waxman. Mr. Chairman, the protection of human research 
subjects has a history replete with disturbing abuses and great suc- 
cesses. Although the horrors of Tuskegee and Willowbrook are 
fresh in modern memory, the principle of informed consent and our 
country’s “common rule” of human subject protections have served 
as the foundation for successes in biomedical research and medical 
innovation. 

There’s no question that our system of human subject protections 
could be stronger. Institutional Review Boards or IRBs should be 
registered with the Federal Government. Privately sponsored re- 
search in some settings currently evades Federal oversight and the 
common rule of Federal protections should apply to all research in 
this country, but does not. 
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These are legitimate issues which deserve further exploration. 
Last year, this committee took its initial steps through a thoughtful 
and comprehensive subcommittee hearing chaired by Congressman 
Shays. Testimony was given by all of the key Federal officials, in- 
cluding the Director of NIH, Dr. Harold Varmus; Surgeon General 
David Satcher, then Director of CDC, the Centers for Disease Con- 
trol; Food and Drug Administration Deputy Commissioner Mary 
Pendergast; and the Secretary’s Science Adviser, Dr. William Raub. 

This afternoon, we will go over some of that same ground. One 
of today’s witnesses testified at that earlier hearing, and I hope we 
will have as constructive an afternoon as was spent last year in 
Mr. Shays’s subcommittee. 

These issues are tough issues. To compare the use of a placebo 
in a clinical trial with an3dhing like the Tuskegee horrors I believe 
is off-base. The only way to get a clear understanding of the science 
is to use a placebo. But there is a tension. There is a tension in 
using a placebo when we have an alternative therapy where you 
have a treatment. And, under those circumstances, serious ethical 
questions are raised. We are looking at the edges of science, the 
places where science is pushing forward and pushing against ethi- 
cal considerations. 

These are tough calls. The first calls are those made by the sci- 
entists themselves. They are dealing with uncertainties. TTiey are, 
however, on the first line. Later FDA is involved. It’s easy to 
blame, but is not particularly constructive to do so. These are tough 
and complex issues, and it is a challenge for everyone involved to 
make the right decision. 

Finally, I want to note for the record my concern over the last- 
minute problems with this hearing’s organization. Until a few days 
ago, it was the committee’s commitment and stated intention to 
convene another hearing relating to patient access to unapproved 
therapies. Only on Friday did the administration and the Demo- 
crats learn that informed consent and human subject protections 
would be the subject of the hearing. In other words, the subject of 
this hearing was changed Friday without any notice to anybody. 
Not that this is not an important hearing, not that this is not a 
worthwhile hearing to have, but people ought to be given advance 
notice of it. Only yesterday, aifter objections were raised, was the 
administration finally granted its traditional privilege of testifying 
first, and only this morning was certain testimony provided to the 
FDA, by which I suppose they’re supposed to comment. I trust in 
the future that such irregularities will be avoided and a regular 
order will be observed. Without objection, I wish to submit with my 
statement a letter from the minority staff to the chairman regard- 
ing these irregularities. 

Without further delay, Mr. Chairman, I want to yield back the 
balance of my time. I look forward to the testimony of the wit- 
nesses. I have one request to make — and I apologize to all the wit- 
nesses — that I have a conflict in my schedule and won’t be here to 
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hear them and to ask questions. Fd ask unanimous consent that 
the record be held open so that all the witnesses that appear will 
have an opportunity to respond to questions in writing that may 
be submitted to them by me and any other member of the commit- 
tee. 

[The prepared statement of Hon. Henry A. Waxman follows:] 
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Statement of Congressman Henry a. Waxman 
Government Reform and Oversight Committee 
Hearing on 

"FDA Vigilance in Protecting 
Human Subjects of Clinical Trials" 
Wednesday, April 22. 1998 


Mr. Chairman, the protection of human research subjects has a history 
replete with disturbing abuses and great successes. Although the horrors of 
Tuskeegee and Willowbrook are fresh in modem memory, the principle of 
informed consent and our country's "Common Rule" of human subject protections 
have served as the foundation for successes in biomedical research and medical 
innovation. 

There is no question that our system of human subject protections could be 
stronger. Institutional Review Boards (IRBs) should be registered with the Federal 
government. Privately sponsored research in some settings currently evades 
Federal oversight. And the "Common Rule" of federal protections should apply to 
all research in this country, but does not. 

These are legitimate issues which deserve further exploration. Last year, 
this Committee took its initial steps through a thoughtful and comprehensive 
subcommittee hearing chaired by Mr. Shays. Testimony was given by all of the 
key federal officials, including the Director of NIH, Dr. Harold Varmus; Surgeon 
General David Satcher, then director of CDC; FDA Deputy Commissioner Mary 
Pendergast; and the Secretary's Science Advisor, Dr. William Raub. 

This afternoon, we will go over some of the same ground. One of today's 
witnesses testified at the earlier hearing. I hope we will have as constructive an 
afternoon as was spent last year in Mr. Shay's subcommittee. 

Finally, I want to note for the record my concern over the last minute 
problems with the hearing's organization. Until a few days ago, it was the 
Committee's commitment and stated intention to convene another hearing "relating 
to patient access to unapproved therapies." Only on Friday did the Administration 
and Minority staff learn that informed consent and human subject protections 
would be the subject of this hearing. 

Only yesterday, after objections were raised, was the Administration finally 
granted its traditional privilege of testifying first. And only this morning was 
certain testimony provided to the FDA. 

I trust in the future that such irregularities will be avoided and the regular 
order observed. Without objection, I wish to submit with my statement a letter 
from the Minority staff to the Chairman regarding these irregularities. 

Without further delay, I welcome the witnesses and look forward to their 
testimony. 



7 



ONE riuNORED nFTH CONQAESS 

CongredE of tfje fSniteb i&tate£( 

^atUe at SLepctfnrtatibrt 

COMMITTEE ON GOVERNMENT REFORM AND OVERSIGHT 
2157 Ravbuan House Office Bu'lo>no 
WaSnimotom. DC 20$1S-6143 



April 21, 199S 



The Honorable Dan Bunco 
Chainnao 

Committee 00 Govemment Reform and Oversight 
2157 Rayburn House Office Building 
Washington, D.C. 20515 

Dear Mi. Chairman: 

The purpose of this letter is to express my concern about the subject matter and scope of 
the hearing entitled “Clinical Trial Subjects: Adequate FDA Protections?.*' which is scheduled to 
convene on April 22, 1998. 

As you may recall, I wrote to you prior to the February 4, 1 998, hearing on “Patient 
Access to Alcernetive Treatments; Beyond the FDa.** In a letter dated January 30. 1998, 1 
requested that the FDA be asked to testify before the Conmuttee on February 4. to allow 
members to raise any questions or issues which may hawe arisen from testimony of the invited 
patients. You denied that request, but your staff assured the minority that the FDA would testify 
and have an opportunity to respond to issues raised at the February 4 hearing at a later date. 

This issue also arose at the February 12 bearing. During this hearing, you said “we're 
going to be having the FDA before this committee on a regular occasion until we get some 
answers” (p. 35); and “oxir pursuit of the FDA in trying to bring about feimess will continue and 
will be resolute" (p.35). On several occasions, you asked witnesses for questions or 
recommendatioiu to present to the FDA 68; p. 78). 

Unfortunately, it now appears that you are not following this conuniiznent Although 
FDa has been invited to attend ^e hearing on April 22, the subject maner is substantially 
different than patient access to alternative treannents. According to the bearing notice and the 
m^ority biie&ig memorandum, the focus of the hearing will be patient ivotections in controlled 
triab. This does not afford FDA a chance to respond to allegations raised at previous hearings. 

Serious charges were made at the Feluuaxy 4 hearing. During the hearing, you asserted 
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The HoQorable Dan Buxton 
April 21. 1998 
Page 2 

“the FDA often gets in the way of oxir choices of alternative medicines and treatments" (p. 3); 
‘the FDA dictates what treatments doctors can use in treating serious illnesses, but most of those 
are toxic and often dangerous to already-weakened patients" (p. 6); “the FDA has harbored a 
culture of intimidation and sometimes harassment against those who are looking for alternative 
cures" (p. 6); ‘"the FDA process is broken” (p.8); and “the FDA shuts off every avenue to people- 
and we've had some witnesses here today who have had those avenues shut-off it's pretty 
inhuman e” (p. 1 39). Because of the serious natum of those statements, the agency must have a 
chance to respond. Failure to provide that opportunity is unfair and damages the credibility and 
impartiality of this investigation. 

I am also troubled by the inadequate notice provided to the agency. In a letter dated 
April 8, 1 998, the FDA is invited to appear before this committee to “offer testimony relating to 
the Food and Drug Administration and its regulations pertaining to clinical trials and patient 
access to unapproved therapies ." However, according to the hearing notice and the majority's 
briefing memorandum distributed on April 17, 1998, wimesses at the upcoming hearing are 
expected to provide testimony about “the FDa*s oversight and protection of clinical trial 
subjects." There is a major variance between issues involving access lo un^^roved treatments 
and questions involving patient protections in clinical drug trials. Access involves examination 
of the process and procedures used by the FDA and manufacturers in establishing and conducting 
drug trials. However, issues involving patient protections involve assuring the safety of patients 
who are participating in clinical trials. While these issue are both related to FDA’s oversight 
responsibilities, they involve significantly different aspects of the agency's function and 
therefore raise different public policy concerns. 

This major change in the focus and direction of the hearing is not an insignificant matter. 
If the agency’s testimony conforms to the letter it received from the Committee, it will not be 
responsive to issues raised in the hearing ootiee and majority's briefing memorandum. This is 
un^ to the members of the Committee. Because the agency has not been informed about this 
change in direction, it cannot respond to issues raised in the memo. Members will be deprived of 
the opportunity to raise questions and receive meaningful answers about the topic as presented in 
the memorandum. 

Additionally, this major change in hearing scope effectively precludes the FDA from 
responding to concerns raised by witnesses at previous hearings. 
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The Honorable Dan Burton 
April 21, 1998 
Page 2 


Finally, custom and practice of this insdtutton provide that absent exigent drcumstancea. 
witnesses representing Executive Branch agencies appear on the first panel ai any heating. I urge 
you to follow this procedure. 


Sincerely. 


Henry Waxirun 

Ranking Minority Member 

Committee on Government Reform and Oversight 


cc; The Honorable Michael A. Friedman 
Acting Commissioner 
Food and Drug Administration 
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Mr. Burton. Without objection, your additional correspondence 
will be put in the record and we will also add, without objection, 

the response to that. Now does any other Member have a 

Mr. Waxman. Mr. Chairman, I ask also unanimous consent to 
submit questions in writing. 

Mr. Burton. Without objection. Do any other Members have an 
opening statement? 

[No response.] 

Mr. Burton. If not, we’ll ask Dr. Friedman to stand. Please raise 
your right hand 

Dr. Friedman. Sir, would — ^those others who are accompanying 
me who might wish to respond to questions, would you like them 
also to be sworn in at this time, sir? 

Mr. Burton. Sure. That would be fine. That would be a good 
idea to have them sworn as well in case they have to give testi- 
mony. 

Dr. Friedman. Please, if you would. 

Mr. Burton. Did you bring your whole staff with you? 

Dr. Friedman. Given the importance of the hearing 

Mr. Burton. That’s fine. That’s fine. 

[Witnesses sworn.] 

Mr. Burton. Be seated. 

Dr. Friedman. Thank you. 

Mr. Burton. You have an opening statement, Dr. Friedman? 

STATEMENT OF MICHAEL FRIEDMAN, M.D., LEAD DEPUTY 
COMMISSIONER, FOOD AND DRUG ADMINISTRATION, AC- 
COMPANIED BY DIANE MALONEY; ROBERT TEMPLE; STUART 
NIGHTINGALE; DIANE E. THOMPSON; ROBERT DELAP; PA- 
TRICIA KEEGAN; AND PATRICIA DELANEY 

Dr. Friedman. Yes, sir, if I may. Mr. Chairman and committee 
members. I’m here today serving as the Acting Commissioner for 
the Food and Drug Administration, and I’m pleased to be here to 
help you with your inquiries and with this discussion on what until 
a couple of days ago I understood the subject of this hearing, the 
various programs that we have at FDA for providing access to 
promising therapies for seriously ill and dying patients. Now other 
members of the agency are here with me to respond to questions, 
since I do recognize that there are other areas that you would like 
us to try and address, and we will do our best to do so. 

But let me reaffirm, if I may, that our commitment to programs 
which provide access is intensive, is longstanding, and it’s un- 
equivocal. And I speak to this important issue today with no arro- 
gance nor with any self-righteous egotism, but with a profound 
compassion and a desire to see how we can further improve our 
systems because we are committed to doing so. 

Fundamentally, we believe this to be an issue of balance. On the 
one hand, we want to optimize the opportunities for today’s pa- 
tients, with serious and life-threatening diseases who sometimes 
lack truly satisfactory treatment options to have access to promis- 
ing experimental interventions, interventions that have yet to be 
proven safe or effective. At the same time, we want to make sure 
that all future patients with that disease are afforded the best 
therapies. Hence, we continue to have sponsors developing new 
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treatments, performing studies needed to show that these treat- 
ments are actually safe and actually effective for a defined group 
of patients. 

Many products appear to be promising in early stages of develop- 
ment only to prove ineffective or in fact even detrimental upon clos- 
er scrutiny. It’s been estimated that perhaps 80 percent of all drugs 
that undergo testing in humans are abandoned early in research 
because they proved to be unsafe or ineffective or otherwise unsat- 
isfactory. Unless careful, well-designed studies are performed and 
analyzed, countless future patients will be needlessly heirmed by 
dangerous or useless interventions. 

Historically, FDA was created because of injuries and deaths 
caused by carelessly made or poorly tested pharmaceuticals, start- 
ing early in this century. With each disaster. Congress added to 
FDA’s responsibilities for ensuring that products are safe and effec- 
tive. Our capacity to promote and to protect the health of the con- 
sumer rests on rational, science-based and safety decisions about 
the medical products offered in the United States. Access to prod- 
ucts is terribly important. But I suggest that even more important 
is the information associated with those products to allow them to 
be used properly. Information about how best to employ treatment, 
that’s what’s fundamentally important. 

The best way to gain this information is through formal clinical 
trials in which new therapies are tested in volunteers. The condi- 
tions of this testing must be carefully controlled, carefully scruti- 
nized and must be of the highest ethical principles. There are ap- 
propriate procedures for conducting clinic^ trials. Now these clini- 
cal trials are often complicated, they take time to complete the ap- 
proval phase, to have sufficient followup, to be inteiT>reted and re- 
ported and analyzed and I certainly sympathize with the frustra- 
tion and the sense of urgency that Congress, the sick individuals, 
and their families and friends have as they wait for clinical studies 
to provide answers. 

As a physician who has cared for cancer patients myself, I have 
felt this same frustration. As a family member, as a colleague, I 
have experienced these same emotions. I know what it is to watch 
the best available treatments fail to stop the disease. I know first- 
hand what it’s like to see desperation and anger rise up in patients 
or in family members as time appears to be running out when 
available treatments fail to benefit. ’There is a frantic search for the 
next experimental treatment that holds the promise of lengthening 
life, expanding time or comfort, and, yes, even providing a miracle. 

At this stage, patients and their families don’t want to hear 
about scientific process or overall public health goals of providing 
safe and effective therapies for all patients. They want to try any- 
thing and they want it now. They object to any institution that 
they perceive standing between them and a treatment they believe 
may help. I do understand that. I also know that this is the time 
when patients and their families are most vulnerable to the seduc- 
tion of promised miracle cures that work like mirages just beyond 
the borders of medicine. 

As a physician, serving as the Acting Commissioner, it’s my job 
to help patients and those that care about them and for them to 
find the most effective therapies and to get access to accurate infor- 
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mation to allow for informed choices. It’s FDA’s job, written into 
the law by Congress and reaffirmed as recently as last year, to pro- 
tect patients from untested and unproven products and to promote 
the public health with good options. The best way to do that re- 
mains with controlled clinical trials which provide the foundation 
for evidence-based medicine. And I understand that there will be 
questions probably later about the exact structure of those trials 
amd I look forward to trying to provide some answers to you. 

There’s promise here. Clinical studies are a very active part of 
medical research. More than 13,000 active drug smd biologic stud- 
ies are currently filed with FDA. As many as 50,000 patients may 
be enrolled in a single study and it’s estimated that more than 
120,000 patients are enrolled for a year just in NIH-sponsored clin- 
ical studies. 

Clinical trials have taught us many important lessons about the 
safety and effectiveness of whole classes of products. They’ve also 
shown how our notions and beliefs about a drug can be simplistic, 
naive, and, in some cases, even dangerous. I’ll give you one exam- 
ple, if I may. A drug clarithromycin is an antibiotic used to treat 
atypical mycobacterium infections, simply referred to as MAC. It’s 
an infection related to tuberculosis. It tends to strike people with 
damaged immune systems. It’s one of the fatal complications of 
AIDS. In the laboratory, clarithromycin was highly active against 
this microorganism. 

Because the drug was already on the market, physicians started 
using it in high doses to treat patients with MAC before clinical 
trials were completed. It was a sensible approach; it was a thought- 
ful approach; and such high doses have been the best way of reduc- 
ing the severity of the infection in the past. In this case, however, 
two early studies showed unexpectedly an increased death rate in 
the high-dose group. This was completely unexpected. It was rather 
counterintuitive. The patients receiving the high dose had better 
control of their infections. They should have lived longer than with 
the low-dose group. They did not. A third study confirmed this find- 
ing, including the fact that a lower dose actually extended life. Now 
if the clinical studies had not been performed, doctors might still 
be using the wrong dose with fatal results. 

While I believe in the power and the utility of clinical trials, I 
do not want FDA to construct administrative barriers that delay ef- 
fective treatments needed by sick patients. FDA is committed to 
providing early access to promising but unproven interventions for 
seriously ill patients who might otherwise have no hope. There are 
many examples I can give. Nifedipine is one particular example, 
but there are many others. 

To give patients a place to get information they need, FDA estab- 
lished the Office of Special Health Issues. Most callers want infor- 
mation about treatments currently being researched. These calls by 
their nature are difficult and sensitive ones. This staff is trained 
to provide as much assistance as possible to patients, to family 
members, and others undergoing extremely difficult times and to 
help them with — research their treatment options. 

Mr. Chairman, I know the time for this statement is short. I 
want to say just a word if I may about alternative therapies. Let 
me assure you that FDA does not care where a new product comes 
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from — a flower growing in the Amazon, a biotech laboratory, any- 
where. What does matter is that a product is manufactured consist- 
ently and with high quality; studied scientifically in properly con- 
trolled clinical trials so we can know whether it’s safe and works 
for a specific purpose; and that the persons who participate in 
those clinical trials are adequately protected, fully informed of the 
risks and possible benefits of their participation. 

Before I close, I’d like to say just a word about the proposed piece 
of legislation, the Access to Medical Treatment Act, H.R. 746. We 
believe this legislation, while well-intentioned, would unfortunately 
lower the standards for safety, thus putting patients at unneces- 
sary risk. We also believe this legislation would have at least three 
unintended consequences. First, by allowing access to unapproved 
therapies outside of the investigational new drug, biologic, and de- 
vice processes, the bill would reduce or eliminate the critical proc- 
ess of scientific data collection necessary to establish the safety and 
effectiveness of the product. Second, assurance of appropriate in- 
formed consent, the issues that you brought up so cogently, in 
human subject protection we believe would be diminished. And, 
third, the bill would make it very difficult to protect consumers 
against health fraud. 

We’ve learned a great deal about expanded access and expedited 
product approval from the various programs we’ve implemented to 
provide access to unapproved products. We have learned that un- 
controlled expanded access cannot coexist with the need to pursue 
controlled clinical trials which provide the information necessary to 
serve everyone’s interests. We need to work under controlled situa- 
tions. We also understand the need for speed. We need — in recent 
years we’ve really revitalized our product approval and review 
processes. It has been our goal to improve access to promising 
therapeutic agents without compromising the thoroughness and in- 
tegrity of the scientific review, the development or the rights of the 
individual patient participating. We really work to make sure that 
human subjects do receive the protection they deserve. 

[The prepared statement of Dr. Friedman follows:] 
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Hr. chairman. Members of the Committee, I am Michael A. 
Friedman, M.D., Lead Deputy Commissioner for the Food and Drug 
Administration (FDA or the Agency) . I am pleased to be here 
today to discuss the various programs for providing access to 
promising therapies for seriously ill and dying patients. Our 
commitment to these programs is longstanding and unequivocal. 
While most of our attention today will focus on drugs and 
biologies, my written statement also covers medical devices to 
provide the Committee information on the full scope of FDA's 
activities and of H.R. 746, "The Access to Medical Treatment 
Act.’ 

Under the Federal Food, Drug, and Cosmetic (FDC) Act and 
related statutes, the Government has a vitally important role 
in helping to ensure that the medical products upon which 
patients and their health care practitioners rely are both safe 
and effective. These safeguards are particularly important for 
our most vulnerable citizens, those who are desperately ill. 

He believe the existing programs under which patients can 
obtain access to experimental therapies, and those under which 
we expedite approval of such therapies, establish the 
appropriate framewor)( for achieving our mutual goal of 
providing patients with serious and life-threatening diseases 
the earliest reasonable access to promising therapies. These 
programs were codified in the recently enacted 'Food and Drug 
Administration Modernization Act of 1997' (FDAHA) . Of course. 
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we recognize the value of even nore effective access programs, 
and as we proceed with Implementation of FDAMA, we will focus 
particularly on ways to improve the effectiveness of these 
processes . 

Finally, as I discuss below, we have significant concerns with 

H. R. 746, ‘The Access to Medical Treatment Act.’ This 
legislation would lower the standard for safety, thus putting 
patients at unnecessary risk. We also believe this legislation 
would have at least three unintended consequences. First, by 
allowing access to unapproved therapies outside of the 
investigational new drug, biologic, and device processes, the 
bill would reduce, or eliminate, the critical process of 
scientific data collection necessary to establish the safety 
and effectiveness of a product. Second, assurance of 
appropriate informed consent and human subject protection would 
be diminished. Third, the bill would make it very difficult to 
protect consumers against health fraud. 

I. THB STATUTORY AMD RBODIATORY FKAMMIORK 

FDA'S primary mission for over 90 years has been to promote and 
protect the public health, as directed by the FDC and Public 
Health Service Acts. These statutes were enacted and amended, 
in part, in response to devastating public health tragedies 
resulting from the sale to, and use by, an unsuspecting public 
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of unsafe and ineffectivo products sold as aedlcines and 
Mdlcal dsvlcas. The FOC Act requires that new drugs be shown 
to be safe and affective before being aarkated In this country. 

The raqulreaent that a person wishing to sell to the public a 
product to prevent, cure or altlgate Illness or Injury aust 
first prove that such product Is safe, and actually does what 
the vendor clalas It does. Is the single aost laportant 
consuaer protection provision of these statutes. It Is this 
statutory provision that affords consuaers the aost effective 
protection against uiitested and unproven products. Sadly, such 
products aost often are proaoted to desperate vlctlas of 
Illness and Injury. 

A new drug or biologic (referred to In this stateaent as 
‘drug') Bay not be distributed In Interstate coaaerce (except 
for clinical studies) until a sponsor, usually the drug 
aanufacturer, has subaltted and FDA has approved a New Drug 
Application (NDA) or a Biologies License Application (BLA) for 
the product. For approval, an NDA or BLA aust contain 
sufficient scientific evidence deaonstrating the safety and 
effectiveness of the drug for its intended uses. 

The evidence of safety and effectiveness usually Is obtained 
through the conduct of controlled clinical trials. The 
disciplined, systeaatlc, scientific conduct of such trials is 
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the Bost effective end efficient aeans of getting the data 
which will let the patlent/consuaer and his or her health care 
practitioner know how to use the new product so that it will 
have the Bost beneficial effect. 

k. iivMTiakTionu. nv oua kPvucxTXOM niocua 

To obtain approval for a new drug, the first step a sponsor 
usually Bust take Is to test the drug In anlBals for toxicity. 
The sponsor then takes that anlBal testing data, along with 
additional InforBation about the drug's composition and 
manufacturing, and develops a plan for testing the drug in 
humans. The testing plan generally Is referred to as the 
protocol. The sponsor subBits these data, along with Its study 
plan, the qualifications of the investigators who will conduct 
the clinical studies, and assvurances of informed consent and 
protection of the rights and safety of the human subjects, to 
FDA In the form of an Investigational New Drug application 
(IMD) . 

FDA reviews the IND for assurance that the proposed studies, 
generally referred to as clinical trials, do not suggest that 
human subjects Bight be exposed to unreasonable risk of hara. 
FDA also verifies that there are adequate assurances of 
informed consent and huaan subject protection. At that point, 
the first of three phases of study in hUBans can begin. 
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Phase 1 studies primarily focus on the safety studies of the 
drug in humans. Phase 1 studies carefully assess how to safely 
administer and dose the drug with an emphasis on evaluation of 
the toxic manifestations of the therapy, how the body 
distributes and degrades the drug, and how side effects relate 
to dose. Phase 1 studies typically include fewer than 100 
healthy volunteers or patients. 

The next step, called Phase 2 studies, are clinical studies to 
evaluate the effectiveness of the drug for a particular 
indication and to determine common short-term side effects. 
Phase 2 studies typically involve a few hundred patients. 
Importantly, it is estimated that 80 percent of all drugs 
tested are abandoned by their sponsors after either Phase 1 
or 2 . 

Once Phase 2 studies are successfully completed, the drug's 
sponsor has learned much about the drug’s safety and 
effectiveness. At this point Phase 3 studies, involving up to 
several thousand patients, may be conducted. These studies can 
examine additional uses, obtain further safety data Including 
long-term experience, and consider additional population 
subsets, doss response, etc. FDA strongly encourages sponsors 
to work closely with the Agency in planning definitive Phase 3 
clinical trials so as to help assure that the trials are 
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designed to have the greatest likelihood of producing results 
sufficient to permit product marketing. 

Once Phase 3 trials are completed, the sponsor submits the 
results to FDA in the form of an NDA. FDA's medical officers, 
chemists, statisticians, and pharmacologists review the 
application to determine if the sponsor's data in fact show 
that the drug is both safe and effective. The manufacturing 
facility is evaluated to confirm that the product can be 
produced consistently with high quality. Of note, it is common 
to allow participants in Phase 2 and 3 studies to continue on 
a therapy if it seems to be providing benefit. This practice 
provides longer term safety information at an early stage in 
this process. 

At present, there are literally thousands of clinical trials 
ongoing, involving hundreds of thousands of patients. There 
are over 13,000 active drug and biologic IHDs filed with the 
Agency, with as many as 50,000 patients enrolled under a single 
IND. It is estimated that well over 100,000 patients are 
enrolled per year in NIH sponsored treatment clinical trials 
alone. In addition, there are hundreds of clinical trials 
assessing approved drugs for new, unapproved uses that are 
conducted under the auspices of local Institutional Review 
Boards . 
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Results of controlled cllnicsl trials are the basis of 
evidence-based medicine. They allow physicians and patients to 
utilize therapies with a clear understanding of their benefits 
and risks and, in some cases, a basis for strong public health 
recommendations for treatments. Clinical trials also have 
saved us from disastrous public health conseguences as 
Illustrated below. 

For example, when AZT was the only approved AIDS treatment, ddc 
was made available under treatment-IND for the several years 
while clinical trials were underway. These trials were to 
assess whether ddC was superior to AZT or if it was effective 
for patients Intolerant of AZT. Although the product could 
cause permanent, sometimes severe nerve damage, there was great 
demand for early access to the product. It was even 
manufactured by sources other than the company (probably by 
amateur chemists) and this 'bath-tub* ddC was made available 
through buyers clubs when the demand exceeded the sponsor’s 
supply. FOA acted with the sponsor, the buyers clubs, patient 
advocates, and investigators to make sore of the drug available 
and get the Illicit, poorly manufactured product off the 
market . 

What did the ddc clinical trials show? In a head-to-head 
comparison versus AZT as initial therapy, an Independent data 
safety monitoring board stopped the trial early because the 
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death rate in the ddC group was at least twice higher than in 
the AZT group. For patients intolerant to AZT« a clinical trial 
compared switching to ddC versus ddl. In this study the trend 
was that ddC had superior survival to ddl. Later studies 
showed that ddC in combination with AZT had superior survival 
to AZT alone. Each of these studies involved hundreds of 
patients and was essential to determining where ddC improved 
survival and where it did not. Although some of the early 
access uses were later found to be poor choices, it was 
considered reasonable at the time to provide the drug while the 
question was still being answered. The important point is that 
patients are only well served by early access when the 
controlled clinical trials proceed in parallel with early 
access. 

A second example that illustrates the need to conduct trials is 
Clarithromycin for treatment of atypical mycobacterial 
infections (Mycobacterium-avi\im-*intracellulare complex or MAC) . 
This infection, related to tuberculosis, is an infection of 
patients with damaged immune systems and is one of the fatal 
complications of HIV infection and AIDS. In cultures of the 
MAC organism, clarithromycin is one of the most active drugs 
against the organism. Before clinical trials were completed, 
it was used widely in high doses to treat MAC. Such doses have 
the best effect on reducing the severity of the infection. In 
this case, the early access trials randomized patients to high 


8 



22 


and low doses as did t.he controlled clinical trials. Both 
trials demonstrated an increase in the death rate in the high 
dose group, even though there was better control of MAC. 

This was a totally unexpected, counter-intuitive result. A 
third trial was done which showed the sane higher death rate in 
the high dose group. Had the product simply been used 
off-label (it had other approved uses) clinicians using HAC 
control as their rationale for treatment with high doses night 
not have recognized the fatal toxicity of chronic high doses of 
the drug. At the lower dose this drug was life-extending. 

At the same time, it cannot be disputed that as science and 
technology have advanced, proving that a product is safe and 
effective can require considerable effort, time, and money. 

This makes our system of drug development particularly 
susceptible to market forces. Most new therapies today reach 
the market because a private commercial entity was willing to 
invest in the development and testing process necessary to 
bring a product to the market. 

I want to stress that it does not matter to FDA whether a 
product is characterized as ’mainstre2Ui’ or 'alternative'; it 
does not matter whether the product was synthesized in a state- 
of-the-art laboratory or was found in the Brazilian rain 
forest. What does matter is that a product is manufactured 
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consistently and with high quality; studied scientifically in 
properly controlled clinical trials, so that we can know 
whether it is safe and works for a specific purpose; and that 
the persons who participate in clinical trials are adequately 
protected and fully infomed of the risks and possible benefits 
of their participation. The Agency frequently works with 
sponsors and investigators, whether in large organizations or 
as individuals, to facilitate the development of new products. 
The amount and kind of information that is required for any new 
product is commensurate with the risks involved and the 
complexity of the issues that the particular product presents. 

There are many examples of products used in complementary and 
alternative medical practice that are being evaluated either in 
the United States or abroad, under an IND, including the 
following: 

St. John's Wort (Hypericum) for depression; 

Ginkgo biloba for cognitive impairment/cerebrovascular 

insufficiency vascular indications; 

Chinese Herbal product mixture for postmenopausal hot flashes; 

Chinese Herbal preparation (topical) for plantar warts; 

Chinese Herbal preparation for HIV-associated chronic 
synosltis; 

Saw Palmeto for benign prostatic hypertrophy; 

Green Tea extract (s) for cancer; 

Shark cartilage extract for advanced lung and other cancers; 
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Ozone therapy for transfusion-related diseases; 

Melatonin for chronobiology and reproductive indications; 
Antineoplastons for cancer; 

Dietary Arginine Suppleaents for cancer; 

Vitanin D for cancer; and. 

Zinc Supplenentation in Head and Neck cancer patients. 


I. IXPBDITIM AmanLM AMD 

EXPAMDIMd ACCBSa TO ZKTBaTIOATIOMXL nODDCTS 

Let ne emphasize that FDA is comnitted to providing early 
access to pronising, but unproven, medical treatments for 
seriously ill patients who might otherwise have no hope. The 
Agency for many years has worked to provide patients broad 
access to unapproved therapies. For example. Nifedipine, first 
approved in 1981 under the brand name Procardia, was the first 
calcium channel blocker. Prior to approval, tans of thousands 
(20,000 to 30,000) of patients had access to the drug in open 
protocols. In recent years, FDA has reexamined the product 
approval and review processes to identify ways to Improve 
access to promising therapeutic agents, without compromising 
the thoroughness and scientific integrity of their development 
or of the review of such products, or the protection afforded 
to human subjects. Importantly, we also are addressing ways to 
Improve public awareness of these processes. 
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Our efforts are alaed at two aain areas: 1) to speed the 
approval process of lq>ortant new drugs, biologies, and nedical 
devices, including expedited review, priority review, and 
accelerated approval; and 2 ) to expand the availability of 
proaising, but unapproved, products to seriously ill patients. 
FDA has developed regulations and Issued guidance docuaents 
that explain when a breakthrough product can be approved before 
clinical research is coapleted (accelerated approval) . These 
docuaents also describe how and %>hen proaising, but unapproved, 
therapies can tie aade available to patients while controlled 
trials are still in progress (e.g. , treataent IHD and parallel 
track) . These efforts reflect an evolving institutional 
philosophy supportive of aore thoughtful risk-taking in the 
pursuit of safe and effective products with describable 
Iseneflts and toxlcltles for patients with serious and life- 
threatening diseases that are not well-treated by available 
therapies. 

We still believe that the beat aeans of providing access to 
useful aedical traataents for all Aaericans is to continue to 
shorten the review and approval tiaes and to continue to work 
with Industry to shorten developaent tiaes for drugs, 
biologies, and aedical devices. Today, we are approving drugs 
in tlae periods that are as fast, or faster, than any country 
in the world with a coaparabla systea of buaan subject 
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protection. We are doing so while eaintalning our longstanding 
standards for safety and effectiveness. 

In addition to our overall efforts, we have implemented a 
number of specific initiatives targeted at products for serious 
and life-threatening diseases. These Include the expedited 
review procedures (21 CFR Part 312, Subpart E) , the accelerated 
approval process for certain drugs and biologies (21 CFS 
Part 314, Subpart H and 21 CFR part 601, Subpart E) , and our 
commitment to early and frequent meetings with product 
sponsors, among other efforts. All of these efforts have 
contributed substantially to shortening the time for many 
Important products to get to market. 

Despite this important progress in speeding therapies to 
market, FDA recognizes that, for a person with a serious or 
life- threatening disease, who lacks a satisfactory therapy, a 
promising but not yet fully evaluated product may represent the 
best available choice. FDA wants such patients to have early 
access to promising medical interventions. FDA has worked hard 
to balance two compelling factors: the need for the 
disciplined study necessary to identify treatments that may 
Improve patients' health; and, the desire of seriously ill 
persons, with no effective options available, to have the 
earliest access to unapproved products that could be the best 
therapy for them. The specific programs FDA has put in place 
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to expedite the approval of promising investigational drugs and 
medical devices and to make them available to the very ill as 
early in the development process as possible without unduly 
jeopardizing their safety, are described in detail in the 
Appendix . 

Importantly, these Issues were considered extensively during 
Congressional action in 199fi and 1997 on FDA reform and 
modernization legislation. Congress affirmed the approach the 
Agency has taken by codifying in FDAMA the expanded access and 
expedited approval programs developed by the Agency. Congress 
specifically Included the safeguards the Agency had 
incorporated into those programs. As guided by FDAMA, FDA 
currently is reviewing its processes to optimize the Agency's 
ability to assist and expedite development of, and access to, 
important new products for serious and life-threatening 
illnesses. 

C. KOU or 8P0MB0U, IMTBBTIOATOHS AMD PATIBMTB IM IMD 
ntOCBBB 

It should be noted that in the drug development process, FDA's 
primary point of contact is with the sponsor of the product, or 
sometimes with a patient's physician, who is seeking permission 
to use an investigational therapy on an individual patient. 

This is true even in the case of an Individual patient who is 
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seeking access to an investigational therapy for herself, and 
nay or nay not be eligible for enrollment in a clinical trial. 
The sponsor of the investigation nust decide whether it is 
willing to make the product available to the patient. Assuming 
it is, and such access cannot be provided through an existing 
protocol, FDA may be called upon to consider the patient's 
physician as the sponsor for a study Involving the patient. If 
the sponsor of the already ongoing study is not willing to make 
the product available, it is impossible for the single patient 
study to proceed even though the Agency has no objections to 
the treatment. In considering such cases, the Agency is bound 
by strict rules of confidentiality governing the types of 
Information it can disclose to a physician about the sponsor’s 
product and development data. 

We understand that there have been instances where sponsors who 
did not want to provide access to an experimental product under 
a single patient IND told the patient or requesting physician 
that FDA had refused the request, when we had not. We also are 
aware of situations where patients or physicians have sought 
access to a particular Investigational product without knowing 
all of the relevant Information that needs to be considered in 
deciding whether use of the product would be appropriate for a 
particular patient. Our ability to fully disclose such 
information to the patient, her physician, or, for example, a 
member of Congress who inquires on her behalf, is dependent 
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largely on the sponsor's willingness to disclose confidential 
connercial information. 

One may ask why FDA is Involved in this process at all. We 
believe that we play a crucial role and one that provides a 
unique and vital service to the patient, the physician and the 
American public. In the typical single patient IND situation, 
especially those involving emergency IND requests, the 
patient's physician may have only very limited information 
about the investigational therapy being requested. The 
Agency's primary role in deciding whether to allow a single 
patient IND to proceed is to determine whether use of the 
therapy in the particular patient involved would be reasonable. 
In making that determination the Agency considers a variety of 
factors. Including: the patient's diagnosis; the evidence of 
potential benefit and toxicity from clinical situations; the 
availability of therapies that are likely to be curative or 
highly beneficial; the sufficiency of information on dosage 
and toxlcitles; and whether the patient is being provided 
timely, complete and useful information as part of the informed 
consent process. We are mindful, as well, that the clinical 
trial process — which is vital to understanding the clinical 
utility of a product, and which is therefore vital to all 
patients with the disease -- not be impacted negatively by the 
avsllsblllty of the product outside the clinical trials. 
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Although, for the most part, the Agency does not keep records 
of denials of single patient or emergency IND requests received 
orally, an Informal survey of the drug and biologic divisions 
suggests that such denials are rare. In the case of an 
emergency. It Is common for FDA to give a physician permission 
over the telephone to begin treatment and to allow the 
paperwork to be completed later. 

D. THE OPFICB or SPECIAL HEALTH I88DB8 


Given the frustrations that patients and their families 
experience In being one step removed from what may be life or 
death decisions Involving the availability of potentially 
helpful therapies, the Agency created the Office of Special 
Health Issues (OSHI) . The center piece of the activity In OSHI 
Is the patient with a life threatening disease, most often 
cancer and AIDS. Most callers want Information about 
treatments currently being researched. Although we are 
constrained by statutory and regulatory requirements from 
disclosing proprietary information about products under 
development, we are able to talk with patients about any 
treatment that appears in public access data bases, such as the 
National Cancer Institute's FDQ data base which contains more 
than 1500 cancer clinical trials. 
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Our goals in serving patients with life threatening diseases 
and their family members are straightforward: 

1) Promptness (returning patients' and family members' calls 
within 24 hours) ; 

2) Accessibility (listening to the caller's concerns and 
giving him or her as much time as he or she needs) ; 

3) Education (about the drug approval process and his or her 
options) ; 

4) Assistance (providing additional information to the 
patient or family member that may be helpful, e.g. other 
sources of information) . 

The nature of the calls vary greatly. Sometimes they are 
simple calls in search of information on clinical trials. 

Often, the calls are more complex, such as distraught patients 
or family members seeking access to a drug which has not been 
approved . 

These calls, by their nature, are very difficult ones, OSHI 
has a trained empathetic staff dedicated to providing as much 
assistance as possible to patients and family members 
undergoing extremely difficult times. It is our responsibility 
to remain rational and reasonable and most of all 
compassionate. The staff explains the steps to follow in 
requesting access to unapproved products. Patients and family 
members are encouraged to call back as often as needed to get 
their questions answered or express their point of view. OSHI 
receives approximately 1000 calls from patients and family 
members annually requesting access to unapproved products. 
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OSHI also works within the Agency to assist with patient and 
consumer requests to become more involved with the drug 
approval process. There is a web page which is updated 
regularly with information on AIDS and cancer Issues. 
Specifically, there is information on patients and clinical 
trials, product approvals, meetings, and other articles of 
Interest to this constituency. This web page receives 
approximately 27,000 hits per month. 

***** 

Sometimes, there are persons who refuse to participate in the 
statutory scheme. This, puts patients at risk of using unproven 
products and also denids to all patients the knowledge of 
therapies that actually may work. Our challenge today is to 
find ways to speed remedies to patients, without sacrificing 
the protections established in the law. Collectively, we need 
to address how to promote research on possibly effective 
remedies where market incentives may not work. 

He have faced, and met, many challenges in keeping pace with 
unprecedented medical and scientific breakthroughs and the 
evolving and increasing expectations regarding access to 
medical products and meaningful health information. An 
individual with a life-threatening and chronic Illness for 
which there is no adequate remedy has a compelling case. As 
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conpelllng as an individual case is, however, the cost of 
providing individual access cannot be to sacrifice the system 
that ultimately establishes whether therapies are safe and 
effective. It is essential to preserve the system of 
controlled clinical trials that provides the information 
necessary to make the final determination on the safety and 
effectiveness of unapproved products. The two concepts, the 
protection of public health and compassion and respect for 
individuals, can, and must, coexist. 

CPMtBIT ACTIVITIM IBOMmiM •>T.TintliaTTT« - AMD 

•mwst.mmnrpaBV raopocTfl 

FDA has undertaken a number of initiatives to address some of 
the new and varied challenges posed by alternative and 
complementary products. I would like to share some examples 
with you today. 

X. rax COIXXBOKXTIOM WITH TKR HI OmCX OF XI.TBRmTIirX 

KDICin 

since establishment of the Office of Alternative Medicine (0AM) 
at the National Institutes of Health (NIH) in 1992, FDA has 
worked closely with this new office. In addition to 
collaborating with 0AM in the organization of a series of 
confarencea, FDA also has provided assistance to 0AM and to 
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others interested in exanining alternative or complementary 
products. FDA has been involved in clarifying existing 
regulations and policies, and in the design and conduct of 
research studies. 

FDA and 0AM have held ongoing meetings to discuss Issues of 
mutual Interest. At these meetings. Government and non- 
Government participants discussed current policies and cost 
implications of reimbursement for alternative medicine and 
medical management. The discussions touched upon how one can 
make the determination that a particular modality is safe and 
effective. There also has been consistent representation of 
FDA at the meetings of 0AM* s advisory panel since 1992, and at 
the meetings of the Alternative Medicine Program Advisory 
Council. 

B. BOTAMICALB 

There is increasing public Interest in botanlcals. Botanicals 
include herbal products made from leaves, as well as products 
made from roots, stems, seeds, pollen or any other part of a 
plant. Many of these products are marketed legally as dietary 
supplements. Botanical products used as ‘articles Intended for 
use in the diagnosis, cure, mitigation, treatment or prevention 
of disease in man or other animals' would be considered 'drugs,* 
under the FDC Act. 
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HIH has filed several INDs for botanical products being studied 
under NIH grants, as indicated above. The announcement of the 
filing of these IND's raised the public's awareness of the 
issues involved in the Badicinal use of unpurified forms of 
botanicals. 

Botanical products pose some Issues that are unique to this 
class of product, including the problem of lot-to-lot 
consistency. These unpurified products, which may be either 
from a single plant source or from a combination of different 
plant substances, often are thought to work through mechanisms 
or ‘active principles* which are either unknown or undefined. 

For these reasons, the exact chemical nature of these products 
may not be known, as it is with small molecular weight drugs. 
In addition, issues of strength, potency, shelf-life, dosing 
and toxicity monitoring need to be addressed. 

currently, FDA is developing a guidance document on botanicals 
used as ‘drugs.’ This document will address certain types of 
information to meet statutory requirements for an IND for a 
botanical. On another track, the Agency is considering 
requests to accept foreign marketing data for products that 
might be best suited for sale as over-the-counter products. 

This mechanism could allow the American public much quicker 
access to many types of products, including botanicals, 
currently marketed abroad. 
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Many workshops have been heXd over the past several years to 
exaalne the use of botanlcals for treataent of health 
conditions. For example, PDA and HIH collaborated on a 
conference held in late 1994. This conference, the Symposium 
on Botanlcals: A Sole In O.S. Health Care?, attended by more 
than 450 participants, brought together representatives of 
United States and foreign herbal, food, and pharmaceutical 
industries, their trade organixatlons, researchers and 
practitioners of herbal medicine, academia, and regulatory and 
other Government agencies. 

The conference Identified and addressed issues concerning the 
use and development of botanical products in the United States. 
Participants discussed such questions as; 1) What are 
botanlcals and how are they currently used? 2) How could we 
know that botanlcals work? 3) How can we know that these 
products are safe? 4) How can we ensure that botanical 
preparations will be of good quality? 5) How do regulations 
affect the marketplace and Impact the cost of health care? 
Reports of this conference have been published. There was 
consensus regarding the need for improved quality control, 
including proper plant classification and nomenclature, and 
control of growth, harvest conditions, and other parameters 
Important for lot-to-lot product consistency. If a product 
varies greatly, as can occur with botanlcals, it is critical to 
obtain lot-to-lot product consistency. Without this, it is 


23 



37 


difficult to determine if the product is causing the change in 
a patient's condition, or the change is related to some other 
factor. The conference concluded that safety of these products 
is difficult to evaluate with certainty in the absence of 
quality control standards for the product and effective 
monitoring for adverse effects associated with product use. 

c. hcnPDKCTtnis 

In 1994, FDA and HIH identified the need to examine the 
regulatory status of acupuncture needles. Acupuncture needles 
were still considered Investigational in the United States and, 
as a result, had to be labeled as investigational and could not 
be advertised or promoted. On March 29, 1996, after reviewing 
the data on acupuncture needles, the Agency reclassified the 
needle from a Class III medical device (a category in which 
clinical studies are required to establish safety and 
effectiveness) to a Class II medical device (a less restrictive 
category for which regulatory controls, in this case, focused 
on matters such as sterility and needle breakage) . This change 
effectively removed the needle from the ’investigational' 
category, established some minimum standards for manufacturing 
and labeling and confirmed their safety. 
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HI. PttoTiieTiiiQ THE pnBLic gBAi.Tg ! FDX's conepma ABOUT 

B.R. 748 

Our primary concern with "The Access to Medical Treatment Act" 
(AMTA) , H.R. 746, is that it would weaken the protections of 
the FDC Act. Specifically, it would limit FDA's ability to 
help assure reasonable safety, effectiveness, informed consent, 
and scientific data collection. In assessing the impact 
H.R. 746 would have on the Agency and, more importantly, on the 
consumer, we must begin with an understanding that the consumer 
protection afforded by the FDC Act is grounded in the ability 
of the Agency to meOce science-based health and safety decisions 
about the medical products offered in the United States. In 
turn, these science-based health and safety decisions are a 
cornerstone of the informed consent process on which patients 
rely in deciding what types of medical treatment to pursue. We 
know from experience what happens to consumers left to fend for 
themselves in a health marketplace. 

FDA's original law, the Pure Food and Drug Act of 1906, was 
passed by Congress as a result of unhygienic conditions in 
Chicago's meat-packing plants. The law, however, did little to 
control the use of dangerous and fraudulent drugs and devices. 
It took a catastrophic incident to propel further action. In 
1937, more than 90 people in 15 States, almost all of them 
children, died as a result of taking a liquid dosage form of 
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the drug sulfanilamide. This new liquid formulation. Elixir 
Sulfanilamide, contained diethylene glycol (used commonly as 
antifreeze) and was marketed without benefit of any toxicity 
testing. At the time, the law did not require safety studies 
on new drugs. The Elixir of Sulfanilamide scandal followed 
closely on the heels of another tragedy. In the 1930's, 
another drug, dinitrophenol , widely used for weight reduction, 
resulted in deaths, as well as hundreds of cases of blindness, 
agranulocytosis (a potentially fatal blood disorder) , and other 
serious adverse reactions. 

These incidents hastened the enactment of the FDC Act in 1938, 
which considerably expanded consumer protection by requiring 
safety testing of new drugs prior to approval for marketing. 

In short, in 1938, Congress told companies that they had to 
test their drugs for safety and submit an application to FDA 
before a drug could be legally marketed. Under this law, FDA 
had the necessary authority to keep products such as 
thalidomide off the market for use during pregnancy to reduce 
nausea (which caused phocomelia, a severe limb deformity in 
exposed fetuses) . Consequently, the American public was spared 
enormous suffering. Of note, thalidomide is now under 
investigation, under multiple INDs, for a variety of other 
indications for populations that may benefit. The authority to 
regulate biologies and the responsibility for protecting the 
public against communicable diseases are contained in the 
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Public Health Service (PHS) Act. The requlation of biological 
products was adninistered by NIH until 1972 when the regulation 
of biologies was transferred to FDA. 

In 1962, Congress set in place the second cornerstone for our 
public health and consumer protection efforts. Congress stated 
that before a company could legally market its drug to 
patients, the company had to test the drug and show that it was 
both safe and effective. Effectiveness had to be shown through 
adequate and well-controlled trials, including clinical trials, 
which represented the scientific standard for evidence in 1962, 
and still does today. In 1976 and 1990, Congress again amended 
the law to establish a regulatory scheme designed to help 
ensure that medical devices also would be safe and effective. 
Also, a major amendment to the PHS Act, the National Childhood 
Vaccine Injury Act of 1986, extended FDA's authority by 
authorizing FDA to recall biologies. 

Finally, as recently as November of last year. Congress again 
amended the FDC Act and related statutes through enactment of 
the ‘Food and Drug Administration Nodemlzation Act of 1997.’ 
This legislation was the culmination of over 2 years of 
hearings, oversight and other legislative activity assessing 
the Agency's performance and reviewing its statutory mandate. 
Congress specifically rejected the arguments of those idio urged 
that the fundamental requirements of the statute — that drugs 
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and devices be found to be safe and effective before they can 
be aarketed — be lowered or eliainated in order to open the 
aarketplace. Moreover, as noted above, the expanded access and 
expedited approval processes already being used by the Agency 
were codified. 

These laws were designed to protect the public health, and they 
have done a good job. At the sasM tiae, the laws are flexible 
and allow desperately ill patients access to unproven 
treataents and drugs. While FDA shares with the sponsors of 
H.R. 746 interest in expanding the options for aedical 
treataent for the American public, we must take care to do so 
in a way that does not lower existing public health 
protections. 

Patients want to make informed choices about aedical 
treataents, whether conventional or alternative and 
complementary. While H.R. 746 addresses access to unproven 
products, the bill, as written, does not adequately address the 
need for accurate inforaatlon on the safety and effectiveness 
of such unproven products. 

A. niOXKTIMa Tn public prom dbsapb products 

Unlike current law, H.R. 746 does not require a company to test 
a drug or device before selling it to huaans. There will be no 
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teratogenicity tests, which give Information about the 
potential toxicity of drug products, like that of thalidomide, 
so that teratogenic drugs will not be given to pregnant women; 
there will be no tests to determine whether the drug causes 
cancer In animals; there will be no acute toxicity tests, of 
the kind that keep many drugs out of human studies altogether; 
there will be no tests to determine whether the drug causes 
acute damage to the liver or kidneys; and there will be no 
assessment of chronic animal toxicity prior to chronic exposure 
of humans. 

There Is also no requirement to study drugs carefully In humans 
prior to widespread use In treatment. A very significant 
percentage of all drugs tested in humans are dropped from 
further development because of unacceptable toxicity. This 
toxicity Is not apparent initially, but often Is discovered 
during early clinical testing. 

Medical history is replete with examples of useless and 
sometimes even dangerous products and procedures that were used 
based on anecdotal Information, not evidence, and were thought 
for years by many clinicians to be effective. For example, in 
the 1940'8 and 1950's, it was common clinical practice to 
administer pure oxygen to premature infants. It took over a 
decade to discover that the treatment was causing blindness. 

By that time, approximately 10,000 babies bad teen made blind. 
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If clinical trials and systenatic data collaction and analysis 
had occurred early in the use of this oxygen treatment, these 
babies may have been spared their eyesight. After the 
effectiveness standard was established in 1962, FDA worked with 
the National Academy of Sciences National Research Council to 
review the effectiveness of drugs marketed for various claims 
in the United States before that effectiveness standard was 
established. Of the 3,443 drugs on the market, 1,124 were 
pulled from the market because they were not effective for 
their Intended use. 

Under current law, the burden is on the sponsor of a product to 
prove that the product is safe and effective. In essence, this 
legislation would shift that burden to the Government. Under 
this bill, a product would be assumed safe unless the 
Government could show that it 'poses an unreasonable and 
significant risk of danger.' in addition, it appears that such 
a showing would need to be made on a product-by-product basis. 
This would make it enormously difficult and resource Intensive, 
and in many cases night require laboratory and research 
capabilities that do not exist, to regulate the marketplace 
effectively. 

In addition, we are concerned about products that are labeled 
'natural' or from an herbal source that may be assumed to be 
safe under K.R. 746, but could pose serious risks. For 
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•xaapla, FDA published a proposed rule last year to reduce the 
risks with dietary supplesent products containing ephedrine 
alkaloids by, asong other things, limiting the asount of 
ephedrine alkaloids in such products and requiring labeling to 
give adequate warning and information to consumers. (62 Federa l 
Register 30678) The proposal also articulates FDA's policy 
that products marketed as alternatives to illicit street drugs 
are drugs, not dietary supplements. 

The ephedrine alkaloids in dietary supplements usually are 
derived from one of several species of herbs of the genus 
Ephedra, aometimas called Ma huang or Chinese Ephedra. 

Ephedrine alkaloids are aaq>hetamina-llka compounds with 
potentially powerful stimulant effects on the nervous system 
and heart. Since 1994, the Agency has received and 
investigated more than 800 reports of adverse events associated 
with the use of dietary supplement products which contained, or 
were suspected of containing, ephedrine alkaloids. Reported 
adverse events range from episodes of high blood pressure, 
irregularities in heart rate, insomnia, nervousness, tremors 
and headaches, to seizures, heart attacks, strokes, and death. 
Most events occurred in young to middle aged, otherwise healthy 
adults, using the products for weight control and increased 
energy. 
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Tha proposed rule was developed based on FDA's review of Its 
adverse event reports, tha scientific literature, and public 
conaents reviewed by the Agency, including connents generated 
by an October 199S advisory working group public aeetlng and an 
August 1996 public B«etlng of FDA's Food Advisory Coualttee. 
These eicperts suggested a nuaJaar of steps the Agency sight take 
to reduce Injtirles associated with use of dietary supplements 
containing ephadrlne alkaloids. If Isplaaentad, the proposed 
rule will reduce the risk of adverse events for consuners who 
use these products. 

H.R. 746 attempts to address sose of these concerns by 
requiring that patients be Infomed of 'any reasonably 
foreseeable* aide effects. The difficulty is that there will 
be no way to know about potential side effects without 
systematic testing, data collection, and evaluation. In 
effect, patients will not have the Information necessary on 
which to make infomed consent. 

Koreover, H.R. 746 effectively removes any requirements for 
reporting adverse events for treatments or products that are 
used to treat serious medical conditions. The bill only 
requires practitioners to report medical treatments that are a 
'danger* to the patient. The bill's definition of 'danger' only 
Includes negative reactions that are 'more serious than 
reactions experienced with routinely used medical treatments 
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for the sane nedlcal condition or conditions.* Even well- 
studied drugs, biologies, and devices that are 'routinely used* 
to treat patients can, in thenselves, cause significant adverse 
effects in sone patients. For example, nany conventional drugs 
'routinely used* to treat cancer patients can have serious or 
life-threatening effects. Without the comprehensive collection 
of data on adverse events, there will be no way of knowing 
whether a product is safe, or for that matter, dangerous. 

B. nOWIWa WHETHER PRODUCTS WORK M IHTEHDBD 

We are concerned that H.R. 746 would significantly diminish 
incentives for practitioners and manufacturers to gather data 
on whether products are effective for their intended use. 

Based on substantial scientific experience, it is critical to 
obtain data on specific uses of products and to analyze those 
data so that we can know if a product will work as intended. 
Encalnide and flecalnlde are two drugs that unfortunately 
Illustrate this point quite dramatically. These drugs were 
approved by FDA only for the treatment of serious, potentially 
fatal, abnormal heart rhythms or rhythms that were severely 
symptomatic. The labeling for the drugs specifically warned 
that effectiveness and safety were not established for people 
with recent heart attacks. These drugs appeared to be safe and 
effective anti-arrhythmia drugs, and therefore, many physicians 
prescribed them for recovering heart attack victims with mild. 
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non-symptenatic rhythm abnormalities, hoping to lower their 
risk of sudden death (which Is Increased In people with mild 
heart rhythm abnormalities) . This practice came to an abrupt 
halt when a large clinical trial sponsored by the HIH found 
that these drugs, while effectively suppressing the abnormal 
rhythm, were actually killing heart attack victims, not helping 
them. Encalnlde and flecalnlde Increased the sudden death rate 
in recovering heart attack patients by two and one-half fold. 

We are concerned that under this bill limited data would be 
collected on the effectiveness of any treatment and 
ineffective, or even unsafe, treatments could become widely 
used. While the bill requires that 0AM be Informed of 
beneficial medical treatments and the Secretary of Health and 
Human Services be Informed of dangerous medical treatments, 
there is no requirement for systematic data gathering or 
testing. The bill Is silent on the extent of data gathering 
and analysis a practitioner must perform In order to inform 
0AM. Systematic data collection must be conducted in order to 
obtain a clear understanding of the range of benefits a patient 
may gain from a treatment or combination of treatments. 

We do not believe that the bill's labeling and advertising 
restrictions are adequate to assure patients will not be aisled 
into accepting unsafe and/or ineffective treatments. From 
FDA's experience, advertising, as discussed in H.R. 746, Is not 
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necessary to achieve wide use of a nedical treatment. We know 
that widespread use of nedical products or treatments by health 
care practitioners Is not dependent on ‘advertising’ claims, 
but can occur simply through professional meetings, seminars, 
conventions, articles, and word-of-mouth communications. 
Information technology, such as the Internet, have increased 
the speed and volume of such informal communication many fold. 
Moreover, FDA has found that often seemingly independent 
seminars, conventions, and press conferences have, in fact, 
been sponsored by the companies whose medical products were 
discussed at the meetings. 

Further, by allowing for the informal marketing of treatments 
without any evaluation, this bill actually creates a 
disincentive to testing. In fact, under the definition of 
‘seller,' H.R. 74fi specifically excludes the health care 
practitioner who receives payment for a treatment. Allowing 
wide dissemination of a treatment and subsequent widespread use 
combined with little accountability or liability, significantly 
reduces the Incentive for manufacturers and health care 
practitioners to conduct studies of safety and effectiveness. 


c. ZMrotofwo cavsBR 


Let us now turn to the Informed consent provisions in the bill. 
It is well accepted that informed consent exists only if the 
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patient is given infoimatlon about the risks and benefits of a 
treatment before making a decision. Under current law, a 
patient is not considered to have given Informed consent unless 
the patient has been advised, in writing, among other things, 
of the reasonably foreseeable risks or discomforts to the 
patient; a description of the potential benefits that might be 
expected, either to the patient or to others; a disclosure of 
appropriate alternative procedures or courses of treatment that 
might be advantageous to the patient; and an explanation of who 
will pay for the patient's care if the patient is harmed by the 
experimental treatment. Furthermore, FDA's informed consent 
regulations are intended to work in concert with Institutional 
Review Board oversight. 

While H.R. 746 attempts to include these provisions, one must 
question whether informed consent can truly be achieved without 
consistent collection and analysis of data. Under H.R. 746, a 
patient will have little or no information upon which to base a 
decision, because no prellmlneury work on possible risks and 
benefits will have been required. 

Informed consent is a particularly important matter for the 
acutely ill as well as for those suffering from a chronic 
Illness. H.R. 746 does not preclude practitioners from either 
unknowingly or intentionally misleading patients with little or 
Inadequate information. This increases the chance that 


36 



50 


patients will be subjected to unorthodox testing of new nedical 
treatnents without adequate protections or information. 


D. RBMOVMi or DAMaBBOaa PKOBDCTB 


We also are concerned that under this bill the only authority 
the Secretary has when she does learn of a dangerous therapy is 
to publicize the fact. Now, when a product is determined to be 
unreasonably dangerous, we can remove the product from the 
market. This legislation raises serious questions about FDA's 
authority to remove dangerous and/or fraudulent products from 
the market. P.ather, the Federal Government would have to 
expend significant resources to engage in an ongoing 
educational campaign about the dangers of the treatment so that 
health care practitioners and their patients will not make the 
same harmful mletake over and over again. This brings us back 
full circle to the years before the 1938 FDC Act, when FDA 
could do little to protect the public from dangerous and/or 
fraudulent drugs and had no authority to require the submission 
of reliable information before a drug could be legally 
marketed . 

rv. CaNCLDBlOB 

We have learned a lot about expanded access and expedited 
product approval from the various programs we have implemented 
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to provide access to unapproved products. We have learned that 
uncontrolled expanded access cannot co-exist with the need to 
pursue controlled clinical trials, which provide the 
information necessary to serve the interests of everyone. The 
best interest of the patient, of all patients, is not only to 
provide access, but also to complement it with the collection 
of information necessary to lead to a demonstration of safety 
and effectiveness. We also have learned that it is possible to 
make promising products available before approval in ways that 
protect the patients, gather valuable information, and permit 
the timely completion of the clinical trials. Patients, 
physicians, sponsors, and FDA all want the same thing — safe 
and effective products to treat patients with serious and 
life-threatening diseases. We believe that the role FDA has 
played in expanding and expediting access has permitted, and 
will continue to permit, the most critically ill patients to 
have access to the most promising products. 

There is always more that remains to be done. There may be 
more FDA could do to make physicians aware that there are 
mechanisms through which they may be able to treat patients 
with promising experimental products. FDA also must explore 
mechanisms to make physicians and patients more aware of 
potentially beneficial products that are available currently 
under expanded access. Equally, we must explore mechanisms to 
communicate to physicians and patients bow much accurate 
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infornation is known and how much is unknown about a particular 
experimental drug. There must be processes to evaluate and 
disseminate data rapidly on new products, both unapproved and 
approved, in a manner that is credible to patients and useful 
to physicians. 

It seems that there also are questions to be addressed that go 
beyond the scope of FDA's authority or particular expertise. 
There are questions about how to create the market incentives 
that may be necessary if existing, unpatentable products are 
going to be tested. The Congress looked at that question in 
addressing the need for private Investment in the development 
of products to treat so-called orphan diseases, those which 
affect populations that are too small to attract standard 
commercial Investment. There are questions about how to 
encourage sponsors and manufacturers to be willing more 
frequently to provide expanded access. There also are 
questions about how we as a country spend our scarce public 
health research dollars, and whether more of those dollars 
should be spent understanding the safety and effectiveness of 
alternative and complementary treatments. We certainly would 
be willing to work with the Committee in examining such 
questions . 

Fundamentally, you ask the question where should we, as a 
matter of public policy, draw the balance between public health 
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protection and personal autonoey. Ne think congress has dram 
that balance correctly In the FDC Act. 

FDA shares the Conlttee's concern about Baking pronlslng new 
treataents available to the public In a tlsely aanner. To that 
and, we have tried to be responsive and coapasslonate to 
Individual patient requests for products for which the 
necessary studies have not been coaplated. Our core alsslon 
reaalns to help ensure that there Is adequate scientific 
evidence that new treataents are safe and effective as the 
public daservas and the law requires. 

Thank you for the opportunity to testify. 
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APPENDIX 


Ll gipmiTiMO nCTgT.0PiiCTr. WLwnmm rnwn xpppovm. op m proddctb 

FDA has inplenented mechanisms designed to increase access to new 
drugs, biologies, and medical devices by expediting their 
development, review and approval. FDA has three such programs 
for human drugs and biologies: expedited review, priority review 
and accelerated approval. Section 112 of FDAMA amende the FDC 
Act providing explicit authority for FDA to approve a drug based 
on surrogate endpoints, i.e., accelerated approval. 

A. Kspedlted Xevlew 

FDA assists companies to expedite the development, evaluation, 
and marketing of new therapies intended to treat persons with 
life-threatening and severely debilitating Illnesses under 
procedures contained in 21 CFR Part 312, Subpart E. Recognizing 
that such drugs are often approved with a smaller safety data 
base than drugs with less significant clinical benefits, FDA is 
prepared to assist sponsors in designing definitive clinical 
trials to evaluate safety and effectiveness at the earliest 
possible stage point in the drug development. 

Subpart E emphasizes that while the statutory standards for 
safety and effectiveness apply to all drugs, the many kinds of 
drugs and range of uses compel flexibility in applying the 
standards. In general, patients and physicians are willing to 
accept increased risks from products that treat life-threatening 
or severely debilitating diseases. If a beneficial effect is 
demonstrated, approval may be warranted without the additional 
data and usage information developed during Phase 3 studies. In 
these Instances, additional data, long-term effects, and 
differences in response among subsets of the population, nay be 
obtained after approval. In the meantime, patients with life- 
threatening diseases are afforded direct access to the drug. 

Since the effective date of the Subpart E regulations, there have 
been 43 new drug applications (NDA) approved that had been 
designated under Subpart E while in the investigational new drug 
application (INO) stage. Of these KDAs, 27 were for cancer and 
AIDS, and 16 were for indications other than cancer and AIDS, 
including several for conditions that occur in patients with 
cancer or AIDS. It should be noted that almost all cancer and 
AIDS therapies are handled under expedited review in accordance 
with the Subpart E procedures, even if the sponsor has not 
requested the designation. 
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B. Priority Rovlow 

To further assist In speeding the review of NDAs, bias and 
effectiveness supplenents , FDA has luplaaented a review priority 
classification. Upon initial receipt, applications are 
classified as either priority or standard based on the estimate 
of therapeutic preventive or diagnostic value. A priority 
designation is Intended to direct overall attention and resources 
to the evaluation of applications for such products that have the 
potential for providing significant preventive, diagnostic, or 
therapeutic advances, particularly for patients with serious or 
life-threatening Illnesses. Such a classification will determine 
an overall approach to setting review priorities. 

C. Aooelerated Approval 

In December 1992, FDA published final regulations outlining a new 
procedure for accelerated approval of certain new drugs or 
biological products based on the product's effect on an objective 
surrogate endpoint that is reasonably likely to predict 
effectiveness of the product. (21 CFR Part 314, Subpart H and 
21 CFR part 601, Subpart E) . In addition, FDAMA provides 
explicit authority for FDA to approve a drug based on surrogate 
endpoints. A surrogate endpoint is a laboratory effect or other 
clinical measurement that does not itself directly measure 
clinical benefit but is thought to correspond to clinical 
outcome. Approval can be based on such an endpoint if it is 
scientifically reasonable to believe that an effect on the 
surrogate will correlate to a clinical benefit. For example, 
lowering blood pressure or cholesterol in patients with 
cardiovascular disease is desirable only if lower blood pressure 
and/or lower cholesterol are correlated with decreased rates of 
stroke, heart attack, or other clinical events, not because a low 
blood pressure reading or lower cholesterol is good in and of 
itself. Well-established surrogate endpoints have been the basis 
of approval of many drugs in the past. Under accelerated 
approval, less well established surrogates also can be the basis 
of approval if they are reasonably likely to predict benefit. 

The accelerated approval regulations apply to products used in 
the treatment of serious or life-threatening illnesses that 
appear to provide meaningful therapeutic benefits over existing 
treatments. When approval is based on substantial evidence of an 
effect on a surrogate endpoint, the sponsor may be required to 
conduct additional adequate and well-controlled studies that are 
necessary to verify that the effect on the surrogate marker 
represents improved clinical outcome. Often, the postmarketlng 
studies will be underway at the time of approval. The procedures 
also allow for a streamlined withdrawal process if, for example, 
the postmarketlng studies do not verify the drug's anticipated 
clinical benefit, or if there is other evidence that the drug 
product is not shown to be safe and effective. 
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Because effects on surrogate Barkers usually can be denonstrated 
with studies that are such snaller and such shorter than studies 
using endpoints like survival, these efforts have allowed drugs 
for serious and life-threatening diseases to be narketed such 
sooner than noraally would be the case. There is always the risk 
that the effect on the surrogate, despite its reasonableness, 
will not reflect an ultimate clinical benefit, but in these 
urgent cases, that risk appears acceptable. Since its inception, 
there have been 17 drugs and biologic products that have received 
accelerated approval under this procedure. 

Importantly, FDA regulations also emphasize several safeguards 
for the protection of human subjects, including the requirement 
for informed consent. Institutional Review Board (IRB) review, 
conduct and review of animal studies prior to huaian testing, IND 
safety reports and updates, and adverse drug reaction reports. 

11^ mvma immn aecRaB TO. amp Aeem.B»aTBB APP ROVAL OF. CAMCEB 

In March 1996, building on FDA's accelerated approval program. 
President Clinton and Vice-President Gore announced a new FDA 
initiative to improve patient access to promising new cancer 
therapies. Under this initiative FDA is taking four steps to 
speed the approval of promising therapies for treating cancer. 
These include: 

■ Shortening approval tines for cancer treatments by 
recognizing that tumor shrinkage is often a reasonable 
surrogate endpoint of a treatment's effectiveness in 
patients with otherwise untreatable cancer. Basing approval 
on evidence of tumor shrinkage— which can be more easily and 
quickly demonstrated— can speed up access to promising new 
therapies (compared with waiting for evidence of improvement 
in survival time) ; 

■ Encouraging pharmaceutical companies to submit expanded 
access protocols in the United States for cancer therapies 
that have been approved by recognized foreign regulatory 
authorities, thus helping to make promising cancer therapies 
approved by foreign countries available to cancer patients 
before the products are approved in the United States; 

■ Improving the product review process by ensuring that all 
FDA cancer therapy advisory committee meetings include an ad 
hoc member who has personal experience with the illness for 
which a new product is being considered; aixl, 

■ Making it easier for investigators to tost new uses for 
cancer therapies already on the market by reducing the 
number of IND applications filed for additional studies of 
already approved therapies. 
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FDA undertook these Inltietives after careful consideration of 
suggestions and advice offered by cancer patients and their 
advocates, phamaceutical industry representatives, and 
physicians and researchers about how to speed access to cancer 
therapies. FDA's goal is to inprove significantly patient 
access to promising cancer treatments without compromising 
patient safety or the requirement that marketed drugs be proven 
safe and effective before they are sold. 

IlXi. BXPAMPIMO ACCESS TO ITmgTlOXTIOllAl. PRODDCTS 

The ideal mechanism for a patient to receive a promising but 
unproven drug is as a participant in a controlled clinical trial. 
Such trials provide a range of patient protections and benefits 
(for example, IB. review, informed consent, free product or 
treatment, and FDA review of pre-clinlcal data) and maximize the 
gathering of useful information about the product thereby 
benefltting the entire patient population. It is not always 
possible, however, for all such patients to enroll in controlled 
clinical trials. In this situation, FDA believes that it is 
possible, and appropriate, to help make certain promising, but 
unproven, products available to patients with serious and life- 
threatening illnesses. This should be done in a way that poses 
neither an unreasonable risk to the patient nor an unreasonable 
risk of losing valuable information about the effect of the drug. 

While the phrase 'compassionate use' is commonly used to describe 
some of the ways of making unapproved products available, there 
is no FDA regulation or policy defining a 'compassionate use.' 
Compassion, however, should be, and is, an element of all our 
activities. FDAMA has codified certain FDA regulations and 
practices regarding expanded patient access to experimental drugs 
and devices. The new legislation addresses three expanded access 
procedures with respect to: 1) emergency situations; 2) 
individual patient access to investigational products Intended 
for serious diseases; and 3) treatment investigational new drug 
applications and treatment investigational device exemptions. 

The Agency is in the process of reviewing ctirrent regulations and 
practices to assure coordination with FDAMA. There are a number 
of mechanisms FDA has used to provide access to promising 
Investigational therapies. These mechanisms fall under a variety 
of terms, including: treatment IMDs; treatment protocols; single 
patient INDs; emergency IHDs; open label protocols; protocol 
exemptions; continued availability of investigational devices; 
special exceptions; open label extensions; parallel track; 
emergency use of unapproved medical devices; and treatment 
Investigational Device Exemptions (IDE) . 

A. Treetmemt IMDs or Treataent Protocols 

As noted, the most useful mechanism tor access to unapproved drug 
or biologies therapies is for patients to be enrolled in a 
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controlled clinical trial under an IND which nay benefit 
patients' health as well as contribute to the data necessary to 
deteraine whether the drug or biologic is sufficiently safe and 
effective to aerit final aarketing approval. Soae patients who 
Bight benefit froa access to an investigational new drug, 
however, aight not be enrolled in a controlled clinical trial. 

If there is sufficient evidence available to provide a reasonable 
basis for concluding that the drug or biologic aay be eafe and 
effective for patients with a serious or iaaediately 
life-threatening disease, one aechanisa through which patients 
can have access to the drug or biologic prior to approval is a 
treataent protocol or treataent IND. 

The aost explicit expanded access aechanisa in the regulations is 
the treataent IND or treataent protocol. The final rule on 
treataent protocols or treataent IHDs was issued in 1987 and is 
found at 21 CFR Section 312.34. These regulations were codified 
in FDAMA. This aechanisa is Intended explicitly to facilitate 
the availability of proaising new drugs and biologies to 
desperately ill patients as early as possible in the developaent 
process before general aarketing begins. 

Although a priaary purpose of a treataent IND is to allow 
treataent, this aechanisa also is Intended to obtain additional 
data on the drug's safety and effectiveness under certain 
criteria: the drug aust be for a serious or iaaediately 
life-threatening disease; the available data aust provide a 
reasonable basis for concluding that the drug or biologic aay be 
effective for its Intended use; there aust be no coaparable 
treataent alternative; the controlled clinical trials of the drug 
or biologic aust be coapleted or underway; and the sponsor aust 
actively be pursuing aarketing approval. 

Since the treataent IND procedures were developed, FDA has 
designated 40 drug or biologic investigational products for such 
early availability, and 36 of the products have proceeded to 
aarketing approval or licensure under NDAs or product license 
applications (PLAs) . Of the products approved, 11 have been for 
cancer, 11 for AIDS or AlOS-relatad conditions, and the reaalnder 
for a wide variety of other severely debilitating and life- 
threatening diseases, including obsessive coapulsive disorder, 
severe Parkinson's Disease, aultiple sclerosis, respiratory 
distress syndroae in infants. Gaucher's disease, diabetes, 
aayotrophlc lateral sclerosis or ALS (Lou Gehrig's disease), and 
others . 

B. Blagle Patlaat/CoapassloBate IBDs 

As early as 1968, an FDA aechanisa, inforaally known as a 
'coapassionate use* study, provided patients who were not 
participating in the controlled clinical trials access to 
investigational drugs. The 'coapassionate use’ study could be 
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conducted either under a separate or existing IND. Such studies 
were not formal controlled trials, but they permitted use of an 
investigational drug under a protocol for an individual patient 
or patients, or for an early exploration of a novel idea. As 
noted previously, FDAMA addresses expanded access to unapproved 
therapies in emergency situations and in the case of individual 
patients who seek access to investigational products intended for 
serious diseases. An FDA working group is reviewing existing 
regulations and practice to assure coordination with FDAMA. 
Currently, the mechanisms used to provide expanded access 
include: single patient/single use IND, an emergency use IND, an 
open label protocol, or an open label extension. The term 
emergency IND refers to single patient uses for which there is 
not enough time for the treating doctor to file the required IND 
paperwork before administering the investigational product. In 
such cases, FDA can authorize the use of the product over the 
phone . 

Under current practice, single patient/single use (non-emergency) 
and emergency INDs often are allowed to proceed when a physician 
determines that a particular unapproved therapy might be of 
benefit to a particular patient under his or her care for whom 
other options do not exist. For a treating physician to 
administer an unapproved product to a patient, the following 
conditions are necessary: a) the patient must be informed about 
the relevant circumstances about the drug and consent to take the 
product; b) the physician must be properly licensed and she/he 
must agree to administer the product and be responsible for 
monitoring and reporting data on the patient's use of the product 
to the sponsor; c) the IB. must approve the proposed single 
investigation (note that in emergency situations, the physician 
may notify the IB. promptly but after treating the patient) ; and 
d) the manufacturer/sponsor must be willing to provide the 
product without charge (unless the sponsor has applied for and 
FDA has allowed charges for cost recovery) . Each of these 
conditions is critical to maintaining the dual goals of providing 
the patient with a promising product, and protecting the patient 
from potentially unsafe or ineffective products. There is a 
minimal amount of paperwork required to process a request for a 
single patient or emergency use IND. 

Emergency INDs are treated as matters of medical urgency and are 
intended to tie handled expeditiously by FDA. In the vast 
majority of emergency INDs, FDA renders a decision on such 
requests within a few hours. There are some rare exceptions when 
the particular therapy is completely unknown and may require 
additional information. These usually are approved within 
48 hours. 

For certain unapproved products, FDA has set up internal 
procedures to facilitate single patient IND requests. One 
example of this is the process for single patient IND requests 
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for thalidomide. Physicians are put in touch with a consumer 
safety officer within the relevant reviewing division; the 
consumer safety officer helps the physician understand the IND 
process to facilitate completion of the IND application. Some of 
the information required includes the name of the drug supplier, 
the patient's disease history and prior therapies, a detailed 
protocol of treatment, the patient's Informed consent, and the 
investigator's qualifications. 

C. Open Label Protocol 

Patients may be able to gain access to an unapproved product 
through what is termed an open label protocol. An open label 
protocol allows patients to receive the drug while some safety 
Information is collected, but these patients have no control 
group. In effect, these are similar to single patient INDs, but 
multiple individuals can be processed through one general request 
by the drug sponsor. When many patients are in need of an 
unapproved therapy and the above-mentioned conditions pertain 
[e.g., a physician judges that a particular unapproved therapy 
might be of benefit to a particular patient for whom other 
options do not exist; there is sufficient evidence of safety and 
effectiveness to support the use of the investigational product; 
and the sponsor of the unapproved new drug or biologic has agreed 
to provide the drug free of charge (unless the sponsor has 
applied for, and FDA has allowed charges for cost recovery)] the 
drug or biologic may be available through the open label 
protocol. 

Many thousands of patients have received unapproved therapies by 
this means. For example, there have been several large open 
label protocols for antl-retrovlral drugs (e.g. , anti-HIV drugs) 
which have Involved tens of thousands of patients. 

Open label extensions provided another mechanism for gaining 
access to unapproved products. These extensions enable those 
patients who received a therapeutic response during a controlled 
clinical trial under an IND that has ended to continue the 
investigational drug treatment. 

There are a number of situations in which a patient who wants 
access to an unapproved drug is unable to receive the drug. In 
many cases a sponsor is unwilling to provide the product. 

Patients sometimes are confused by this situation and 
misinterpret a company's unwillingness to provide the product as 
an FDA action. Much less frequently, the cause nay be FDA's 
concern about the risk to patients because of the nature of the 
product. Generally, if a physician makes the request and a 
sponsor agrees to provide the product, FDA does not object to the 
study proceeding. 
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At tines, there nay be relatively little evidence supporting the 
usefulness of the drug for the particular indication, but its use 
nay be considered appropriate because there is no alternative for 
the particular condition. Physicians nay always contact FDA to 
propose such a use for a specific patient when they believe 
clrcunstances warrant. Of course, the conpany still has to nake 
the product available before a patient can gain access. 

D. Protocol Ezception/Ezeaptions 

In cases where a patient cannot be enrolled in a protocol because 
of sone factor that nakes the patient ineligible to participate 
in the study, research sponsors or investigators often can nake a 
protocol exception to enroll a patient without including the data 
on that patient in the report of the results fron the controlled 
study participants. This nechanisB is soaetimes referred to as a 
special exception. 

B. Parallel Track 

Another aechanlsn, parallel track, is an FDA policy that was 
fomally announced in the Federal Register in 1992 (53 Federal 
Register 13250, April IS, 1992). This policy allows promising 
investigational drugs for AIDS and other Hiv-related diseases to 
be made more widely available under ‘parallel track’ protocols 
while the controlled clinical trials are carried out. The 
purpose of the parallel track mechanism is to permit access to 
unapproved drugs for people with AIDS and HIV who are not able to 
take standard therapy, or for whom standard therapy is no longer 
effective, and who are not able to participate in an ongoing 
controlled clinical trials. Included in this mechanism is the 
possibility of having a National Institutional Review Board to 
review the ethical access to these products. 

There has been one large parallel track program since the policy 
was implemented that included 12,000 patients. Other anti-HIV 
drugs have been made available by the open protocol mechanism, as 
noted above. Given the accelerated rate of approval for many 
drugs for people with AIDS and HIV and the availability of open 
label studies, it has not been necessary to use this process in 
recent years. 

XZ^ kCCBBm TO nmTesT. n myiCBB 

Although the Committee has asked that we concentrate on access to 
drugs and biologies, we feel that a complete picture requires an 
overview of other FDA mechanisms to permit access to promising 
Investigational products. Similar procedures for access exist in 
the Center for Devices and Radiological Health (CDRH) which allow 
access to investigational devices. Under the CDRH 'Continued 
Availability of Investigational Devices’ policy, FDA has worked 
with sponsors and investigators to facilitate treatment use of 
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promising or important investigational devices once the core 
clinical investigation of new devices has been completed. The 
policy allows additional subjects to be enrolled in the IDE 
protocol while the marketing application is being prepared by the 
sponsors and reviewed by FDA. This policy has allowed the 
collection of additional safety and effectiveness Information 
while providing continued access to promising new devices. FDAHA 
has codified FDA's practice with respect to expanded access to 
Investigational devices. 

A. TEsetaemt Investlgatioiial Oevioe Bzsaptlon 

To formalize an access process for important medical devices and 
to more clearly define procedures and criteria for treatment use, 
FDA published a final rule on September IB, 1997, effective 
January 16, 1998, to allow for treatment use of investigational 
devices. The regulation is patterned after the drug treatment 
IHD regulations with modifications to account for the differences 
in the IDE process. FDA anticipates that this regulation will 
facilitate the availability of promising new devices to patients 
as early in the device development process as practicable while 
safeguarding against the proliferation of fraudulent products. 
This regulation also will ensure the integrity and validity of 
controlled clinical trials. 

B. Bmergeney Ose of Onapproved Medloal Devices 

In 1985, FDA published a guidance document to address those cases 
in which an emergency need for an unapproved device had been 
identified, but the device was to be used in a manner not 
approved under the IDE; the physician or institution was not 
approved under the IDE; or no IDE existed. The guidance provides 
criteria to establish whether an emergency exists. These include 
Instances when: 1) the patient is in a life-threatening 
condition that needs immediate treatment; 2) no generally 
acceptable alternative for treating the patient is available; and 
3) the need to use the device is immediate because there is no 
time to use existing procedures to get FDA approval for the use. 
The physician is expected to determine whether the criteria have 
been met. The guidance also describes patient protections in 
these circumstances including informed consent; institutional 
clearance; the IB. chairperson's concurrence; an independent 
assessment from another physician; and, authorization from the 
sponsor it an IDE exists, 

c. lox Protooal Dsviatlons 

In addition to the above mechanisms, for diagnostic and 
therapeutic devices for which there is no satisfactory 
commercially available alternative and the patient does not meet 
the clinical protocol requirements, FDA has approved requests to 
modify the existing protocol to treat single patients who do not 
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neet the initial protocol requlresents . In these cases FDA 
required the requester to submit a justification for such use and 
to follow certain patient protection measures. 
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Dr. Friedman. In this regard, sir, I would be happy if you would 
like to submit for the record testimony provided at the hearing that 
Mr. Waxman mentioned by Deputy Commissioner Pendergast con- 
cerning IRB human protection issues if that would be of interest 
to you as well, sir. 

Mr. Burton. We would love to have that submitted for the 
record and, without objection. I’ll put it in the record. 

[The information referred to follows:] 
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!• iinaoDacTi'ov 

Mr. Cbalnan and Maabera of the Subcomnittee , good norning. I 
an Mary K. Pandargast, Deputy CoBBiasioner and Senior Adviaor 
to the Comalasloner of Food and Oruga, U.S. Food and Drug 
Adainlatration (FDA) . I am plaaaed to be here today to dlacuss 
the Agency 'a pollclea with reapect to the protection of hunan 
aubjecta in bloaedlcal reaearch. I will diacusa the baaic 
atructure for human aubject protection in the United statea, 
the interconnection between FDA and Department of Health and 
Human Servicea (DHHS) regulationa, and emerging inauea in 
Informed conaent, including our exception to the Informed 
conaent requlrementa for thoae patient populationa who are in 
need of immediate medical intervention but who are unable to 
give conaent becauae of their medical condition. But flrat I 
will aat out the protactlona the Federal Food, Drug, and 
Coametlc Act (FDtC Act) and the FDA'a regulationa afforded to 
reaearch aubjecta, and the Agency'e machanlama to monitor and 
enforce thoae protectlona through Inatltutlonal Review Boarda 
(IRBa) , our Bloreaaarch Monitoring program, and educational 
efforta. 

II. FDA'* BTATUTORT AID ABaOLATORT BABIB FOR IMFORMBB COMBRMT 

The FDCC Act and Ita implementing regulationa are one i>art of a 
complex ayatem of aafeguarda that haa been dealgned to promote 
the higheat ethical princlplea described In the post-world 
War II Huraaberg Code, the World Medical Association ' a 


1 



66 


Declaration of Helsinki, professional codes of ethics, and the 
reports and reconnendations of the National Connisslon for the 
Protection of Human Subjects of Biomedical and Behavioral 
Research. 

In the system of safeguards that has evolved over the years, 
there are multiple levels of protection provided to research 
subjects. Each participant in a research effort — the company 
that sponsors the research, the physician who conducts the 
research, and the IRB — la obliged to protect the interests of 
the people who are taking part in the emperiments. The FDA's 
responsibility is to see that the safeguards are met. 

Responslbllltlee at the Research Sponsor 

The sponsors of research — usually, manufacturers or academic 
bodies, but sometimes individual physicians -- must select 
well-qualified clinical investigators, design scientiflcally- 
sound protocols, make sure that the research is properly 
conducted, and make certain that the clinical investigators 
conduct the research in compliance with informed consent and 
IRB regulations. The sponsor also has the obligation to make 
certain that any IRB reviewing one of its studies comports with 
FDA's IRB regulations. Sponsor obligations are set forth in 
the FDA's regulations that govern the design and conduct of 
clinical trials, and the requirements for submission of 
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applications to conduct clinical research (21 CFR Parts 312, 
314, 601, 812, 814). 

B. Respo nsibilities of the Researcher 

The prliiary regulatory obligations of the clinical investigator 
are to: 1) follow the approved protocol or research plan; 2) 
obtain infonaed consent and ensure that the study is reviewed 
and approved by an IRB that is constituted and functioning 
according to FDA requlreaents ; 3) aalntain adequate and 
accurate records of study observations (including adverse 
reactions) ; and, 4) adainlster test articles only to subjects 
under the control of the investigator. 

The essential core of FDA's infoned consent regulations, 

21 CFR Part SO, is that the clinical investigator Bust obtain 
the informed consent of a hunan subject or his/her legally 
authorized i.epresentatlve before any FDA-regulated research can 
be conducted. The researcher has to Bake sure that, whenever 
possible, the study participants fully understand the potential 
risks and benefits of the experiBent before the experiment 
begins. The InfotBatlon provided Bust be in a language 
understandable to the subject, and should not require the 
subject to waive any legal rights or release those conducting 
the study froB liability for negligence. Specifically, the 
clinical investigator must give the following information to 
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rasaarch aubj acts' In saaking thair Infornad consent to 

participate In research: 

• A stataaant that tha study involves research, an 
explanation of tha purposes of the research, the expected 
duration of the subject's participation, a description of 
the procedures to be follotied, and identification of any 
procedures trtiich are experiaental ; 

• A description of any reasonably foreseeable risks or 
discomforts to the subject: 

• A description of any benefits to the subject or to others 
which nay reasonably be expected from the research; 

• A disclosure of appropriate alternative procedures or 
courses of treatment, if any, that night be advantageous 
to the subject; 

• A statement describing the extent, if any, to which 
confidentiality of records identifying the subject will be 
ualntalned and that notes the possibility that FDA may 
inspect the records; 

• For research involving more than minimal risk, an 
explanation as to whether any compensation and any medical 
treatments are available if injury occurs and, if so, what 
they consist of, or where further information may be 
obtained' ; 


'"Minimal risk’ in both FDA and HHS regulations means that, 
"the probability and magnitude of harm or discomfort anticipated 
in the research are not greater in and of themselves than those 
ordinarily encountered in daily life or during the performance of 
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> An explanation of whom to contact for answers to pertinent 
questions about research and research subject's rights, 
and whom to contact in the event of a research-related 
Injury to the subject; and, 

• A statement that participation is voluntary, that refusal 
to participate will Involve no penalty or loss of benefits 
to which the subject is otherwise entitled, and that the 
subject may discontinue participation at any time without 
penalty or loss of benefits to which the subject is 
otherwise entitled. (21 CFR 50.25(a)) 

Depending on the nature of the research, other "additional" 
elements are required if they are appropriate to the research. 
These additional elements of informed consent Include 
information about the anticipated circumstances under which the 
investigator may terminate the subject's participation, any 
additional costs to the subject that may result from 
participating in the research, the consequences of a subject's 
decision to withdraw from the study, a statement that the 
research may Involve risks that are currently unforeseeable, a 
statement that significant new findings will be provided to the 


routine physical or psychological examinations or tests.” (21 CFR 
50.3(1), 56.102(i), and 45 CFR 46.102(i)) This definition is a 
key factor in the HHS regulations in its criteria for when 
informed consent may be waived. FDA and HHS published a list of 
categories of research in the 1981 Federal Register that could be 
reviewed by expedited means when they impart no greater than 
minimal risk. 
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subject, and tha ap^oxinate nxmber of subjects in the study. 
(21 CFR 50.25(b) ) 

In short, the clinical investigator nust tell the human 
subjects important information about the study and its 
potential consequences, so that the person can decide whether 
to be in the experiment. The entire informed consent process 
involves giving the subject all the information concerning the 
study that he or she would reasonably want to )cnow; ensuring 
that the subject has comprehended this information; and 
finally, obtaining the subject's consent to participate. The 
process, to be meaningful, should involve an opportunity for 
both parties, the investigator and the subject, to exchange 
information and ask questions. It is up to the clinical 
researcher to make certain that, as best as possible, the 
person understands the information. To acknowledge that the 
person has received the information and has consented to the 
research, FDA also requires the clinical investigator to 
document in writing that consent was obtained. He recognize 
that the documentation of informed consent represents only one 
part of the entire consent process. The consent form itself is 
an aid to help ensure that a required minimum amount of 
Information is provided to the subject and that the subject 
consents • 
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C. Rasnonalblllt laa nf In«titution»l Review Boards 
An IRB 1> a group formally daaignarad to review, approve the 
initiation of, and periodically review the progress of, 
biomedical research Involving human subjects. The primary 
function of IRBs is to protect the rights and welfare of the 
people who are in clinical trials. 

FDA's regulations, 21 CFR Part 56, contain the general 
standarda for the compoaltlon, operation, and responsibility of 
an IRB that reviews clinical investigations submitted to FDA 
under sections 505(1), 507(d), and 520(g) of the FD6C Act. 

IRBs must scrutinize and approve each of the more than 3,000 
clinical trials that are conducted on FDA-regulated products in 
this country each year. IRBs must develop and follow 
procedures for their initial and continuing review of the 
integrity of each trial. Among other requirements, IRBs must 
ma)ce sura that the rls)cs to subjects are minimized and do not 
outweigh the anticipated study benefits, that the selection of 
participants is equitable, that there are adequate plans to 
monitor data gathered in the trial and provisions to protect 
the privacy of subjects and the confidentiality of data. The 
IRB has the authority to approve, modify, or disapprove a 
clinical trial. If an IRB decides to disapprove a research 
activity, it must notify, in writing, the Investigator of its 
decision, state its reasons for the decision, and give the 
researcher an opportunity to respond in person or in writing. 
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The IRB Buat approve the Infomed consent form that will be 
used. If it finds that the research presents no nore than 
nininal risk of han to subjects and involves no procedures for 
which written consent la noraally required outside the research 
context, the IRB say waive the requirement that informed 
consent be documented. Where the documentation requirement is 
waived, however, the IRB may require the investigator to 
provide the research subjects with a written statement 
regarding the research. If the researchers fall to adhere to 
IRB raqulramants , the IRB has the authority and the 
responsibility to taka appropriate steps, which may include 
termination of the trial. 

An IRB must consist of at least five members with varying 
backgrounds to promote review of the covered research 
activities by persona of diverse disciplines. The IRB must 
have persons qualified in terms of professional experience and 
expertise. Considerations should be given to cultural, racial, 
and gender diversity, and sensitivity to such issues as 
community attitudes. If an IRB regularly reviews research that 
involves a vulnerable category of subjects, such as children, 
prisoners, pregnant women, or physically or mentally disabled 
persons, the IRB must consider including one or more members 
primarily concerned with the welfare of those subjects. The 
IRB must Include at least one member whose primary concerns are 
in scientific areas, one member whose primary concerns are in 

a 
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non-scientlf ic areas, and one neiiber who is not otherwise 
affiliated with the institution (one parson aay fulfill 
BUltiple roles) . No IRB may have a aeinber participate in the 
IRB's initial or continuinq review of any project in which the 
aenbar has a conflicting interest, except to provide 
inforaation requested by the IRB. 

The IRB is required to conduct continuing review of ongoing 
research at intervale appropriate to the degree of risk, but 
not lass than once per year. It also has the authority to 
observe or have a third party observe the consent process and 
the research. IRBs are not required to register with FDA nor 
inform FDA when they begin reviewing studies. 


III. mtOM SOBJECT noTECTIOM BCTIVITIBB 

FDA, which aonitors the activities of research sponsors, 
researchers, IRBs and others involved in the trial, provides an 
additional layer of protection. We taka no huaan right aore 
seriously than the protection of people enrolled in clinical 
trials. 

FDA’s Bioreeeareh Monitorlnn Pr-ooraa 

In order to protect the rights and welfare of huaan research 
subjects and to verify the quality and Integrity of data 
subaittad to FDA in support of aarkating applications, FDA 
aonitors all aspects of FDA-regulated research through a 
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conprehensiva pro 9 raii of on-site inspections and data audits. 
FDX uses a coiibination of surveiilance, enforcenent, and 
education to achieve regulatory coiig>liance. Under the Agency's 
Bioresearch Monitoring Program (BINO) , FDA field investigators 
and headquarters' scientists conduct site visits of research 
sponsors, clinical investigators, contract research 
organizations, IRBs, radioactive drug research committees, and 
non-cllnical (animal) laboratories. In Fiscal Year 1996, FDA 
conducted approximately 1,070 inspections under the program.^ 

The BIMO program is implemented through several compliance 
programs: 1) Good Laboratory Practice (GLP) Program (Non- 
cllnical Laboratory) ; 2) Clinical Investigator Program; 

3) Institutional Review Board Progreua; 4) Sponsor, Contract 
Research Organization, and Monitoring Program; 5) In Vivo 
Bioequivalence Program; and, 6) Radioactive Drug Research 
committee (RDRC) Program. The Clinical Investigator Program 
and the IRB Program are the primary programs for ensuring 
compliance with the informed consent requirements for human 
subjects in clinical trials. 


‘Excludes color additives and radioactive drug research 
committee inspections, and includes domestic and foreign 
inspections . 
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FBk'a iBapaetieaa ef CllBleal lavaatigatora 

Under the Clinical Inveatlgator Progran, FDA conducts study- 
specific Inspections and audits of physicians and other 
investigators conducting clinical trials of FDA-regulated 
products. In Fiscal Year 1996 FDA conducted approximately 700 
clinical investigator inspections. 

FDA carries out two principal types of clinical investigator 
inspections: 1) study-oriented inspections; and 

2) investigator-oriented inspections. Study-oriented 
inspections are conducted on studies that are important to 
product marketing applications, such as new drug applications 
(NDAs) , product license applications (PIAs) for biological 
products, and premarket approval applications (FMAs) for 
medical devices, that are pending before the Agency. 

The Agency routinely inspects and audits the pivotal studies 
upon which the Agency intends to base marketing approval of a 
new product. In these inspections and audits, FDA examines 
study records and findings, giving particular attention to 
protocol adherence and data integrity. We also look for 
documentation of informed consent and IRB review, approval, and 
continuing review of ongoing studies. 

An investigator-oriented inspection may be initiated as a 
result of complaints recsived from subjects about allsgsd human 
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subject prote^lon violations or when a study sponsor or FDA 
staff raise concerns about an investigator. If a clinical 
investigator fails in his or her obligations, FDA can reject 
the study, disqualify the clinical investigator from doing 
additional studios, impose certain restrictions on carrying out 
future clinical investigations, and in casss of fraud, pursue 
criminal prosecution. The names of clinical investigators who 
are disqualified or restricted are publicly available and can 
be accessed through FDA's home page on the World Wide Web. 

From 1993 through 1996, FDA disqualified four clinical 
investigators and imposed restrictions on the investigational 
drug use of six other clinical investigators. 

rOA's iBspeetlons of lUs 

The primary focus of FDA's IRB Program is the protection of the 
rights and welfare of research subjects, rather than validating 
the data obtained from research. FDA performs on-site 
Inspections of IRBs that review research Involving products 
that FDA regulates, including IRBs in academic Institutions and 
hospitals as well as those independent from where the research 
will be conducted. All IRBs regardless of location or 
affiliation are required to conform to the same regulations and 
are Inspected in accordance with the same compliance program. 
The inspectional data show that there are similar findings 
between types of IRBs. It has been demonstrated, however, that 
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IRBs being relAspected are eore often found to be in compliance 
than those being inspected for the first time. 

The frequency of the inspections depends on the performance of 
the IRB and the number of clinical studies it is monitoring. 
FDA's approach to these inspections traditionally has 
emphasized obtaining compliance through education, explanation 
of requirements, and cooperation but the potential for 
regulatory or administrative sanctions also is Important. 

The Agency has a vary high standard for the quality of consent 
forms and applies this stringent standard during its 
inspections. He look to see tihether the consent form includes 
all the Infomatlon required by our regulations and whether 
there are areas in which the consent form could be improved, in 
our judgment. (He recognize that even a consent form that we 
find adequate, if submitted to oth^r groups of persons, could 
be modified to "improve” it further -- so to at least some 
degree, the review of the adequacy of a consent form is 
subjective.) one of the reasons why we assign the review of 
consent documents to IRBs is because the IRB knows the most 
about its potential subject population and is best able to 
tailor the consent document to meet the Information needs of 
that subjsct population. 
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The most coimon deficiencies that ve find are: 1) lack of 
clarity about the person to contact if there are questions 
concerning the research and the research subject's rights in 
the event of a research related injury: 2) inadequate 
description of the research procedures to be followed; 3) 
inadequate description of available coapensation if the subject 
sustains injury as a result of the research; 4) inadequate 
confidentiality stateaent; and, 5) inadequate description of 
alternative procedures that are evallable to subjects should 
they choose not to participate in the research.’ A deficiency 
in the Intomed consent docuaent does not necessarily mean that 
the inforaed consent process was Inadequate. It is the 
interactive Inforaatlon exchange that is aost iaportant to the 
inforaed consent process. FDA focuses on the consent form 
during our inspections because it is the best evidence that we 
have of the basic inforaatlon that was exchanged during that 
process , 


FDA can lapose adainlstrative sanctions when necessary to 
protect huaan subjects of research and- in cases of significant 
non-coapliance. Significant non-coapl lance aay include 
inadequate review of studies, inadequate record-keeping 


’ FDA recently published a final rule requiring informed 
consent documents to be dated at the time of signature (61 FR 
57278, November 5, 1996) . Although a coim&on practice, this was 
not previously required by regulation. This new rule permits FDA 
to verify that consent was obtained prior to a subject's entry 
into a study. 
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practices that are so deficient that IRB review and approval 
cannot be verified, or not obtaining adequate informed consent 
from research subjects. FDA's sanctions Include withholding 
approval of new studies that would be conducted at the 
institution or reviewed by the IRB, or directing that no new 
subjects be added to ongoing studies until corrections are 
made. In the most extreme cases of non-compliance, an IRB may 
be disqualified from serving as an IRB. Since 1993, 
approximately 59 warning letters have been issued and several 
consent agreements have been signed. To date, no IRBs have 
been formally disqualified by FDA, although several have ceased 
operations following FDA Inspections. FDA also may ask the 
Department of Justice to initiate appropriate civil or criminal 
proceedings . 

The following is an example of an administrative action FDA has 
taken with respect to an liffi for noncompliance with the 
Agency's IRB regulations. 

In early 1994, FDA sent a warning letter to a major university, 
citing failure of the university and its IRB to protect 
adequately the rights and welfare of subjects in research. In 
this latter the Agency notified the IRB that it was no longer 
authorized to approve new studies, [under 21 CFR 56.120(b)(1)], 
and directed that no new patients be added to ongoing studies, 
[under 21 CFR 56.120(b)(2)']. 
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The university- Vas instructed to: (l) ensure that the IRB 
receives and acts on all reports of unexpected adverse events 
in order to protect adequately the rights and welfare of all 
research subjects; (2) ensure that the IRB and the principal 
investigators are inforoed of their autual responsibilities for 
initial and continuing review of IND studies, especially the 
tinely subnlsslon and review of all progress reports; and 
(3) ensure that the infomed consent docuaents aaet FDA 
requlreaents and that the clinical investigator only uses 
infomed consent docuaants approved by the IRB. 

In March 1994, FDA lifted its restrictions against the 
University after it agreed to correct the probleas the Agency 
had found and docuaantad the plan to accoaplish this objective. 
At that tine, FDA gave the university approval to again approve 
studies and add new patients to ongoing studies. 

FDA's Review of Research Conducted Outside of the . 

a 

FDA's protections extend beyond our national borders. All 
drug, biologic, and aedlcal device studies conducted under an 
investigational new drug application (IND) or an 
investigational device application (IDE) are governed by FDA 
infomed consent and IRB requlraaents. Regardless nf the 
location of the research, our standard is the sane. 
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In general, FDA also accepts foreign safety and efficacy 
studies that were not conducted under an INO or IDE provided 
that they are well designed, well conducted, perfomed by 
guallfled Investigators, and conducted In accordance with 
ethical principles acceptable to the world comnunity . He 
recognize that standards for protection of human subjects vary 
from country to country. If FDA, however, is to accept the 
data, the conduct of these studies must meet at least minimum 
standards for assuring human subject protection. Therefore, 
for studies submitted to FDA which were conducted outside the 
United States (and not under an IHD or IDE) , the Agency 
requires demonstration that such studies conformed with the 
ethical principles outlined In the Declaration of Helsinki or 
with the laws and regulations of the country In which the 
research Is conducted, whichever provides greater protection of 
the human subjects. 

Thus, as Is evident from the foregoing discussion, there are 
many different entitles which must be Involved in the 
protection of human subjects. FDA worics hard to make certain 
that all of the entitles understand their roles and 
responsibilities and that they live up to the expectations 
placed on them. The protection of the people of this country 
who are willing to participate In medical research demands no 
less. 
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C. FDA'g Educational. Efforts 

On our own and in cooparation with othar professional and 
govamaantal organizations, wa strive to inform those 
conducting and oversaaing clinical research of how to meet 
their responsibilities and why their doing so effectively is 
important to protecting the rights and welfare of the human 
subjects who rely on them. 

FDA has developed a sat of over two dozen information sheets 
for IRBs and clinical investigators which address human subject 
protection issues — including informed consent — where 
questions or problems have arisen over the years. Each 
information sheet package includes the Belmont Report and the 
Declaration of Helsinki, important historical documents dealing 
with informed consent which night not be readily available to 
users, the FDA informed consent and IRB regulations, and a 
self-evaluation checklist for IRBs, cross-referenced to the 
regulations. FDA distributes the information sheets at 
professional confarances and meetings, through an automated 
facsimile system, and on FDA's hose page on the World wide Web. 
More than 6,000 copies have been sent directly to IRBs and to 
individuals who have requested them. 

FDA staff frequently handle calls from IRB staff and members, 
clinical investigators, regulated Industry representatives, and 
staff of other regulatory agencies on specific problem areas 
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and to give explanations of particular points in the 
regulations. When these contacts raise general Issues, they 
are included in new infomation sheets. FDA also disseminates 
its educational message through articles and regular columns in 
professional journals. FDA's publications, including the 
Medical Bulletin (distributed to health professionals 
nationwide) and FOA roneumer . also include educational articles 
on human subject protection Issues. 

Professional conferences are an Important arena for FDA’s 
educational efforts. FDA recently held a one day national 
conference on human subject protection that was attended by 
over 500 people affiliated with IRBs, clinical research 
studies, and other Federal agencies. Additionally, FDA looks 
for opportunities to magnify the reach and effectiveness of its 
educational efforts by working with other organizations. For 
many years, FDA has cooperated with NIH's Office of Protection 
from Research Risks in a series of several educational 
conferences annually. The conferences are cosponsored by 
universities, medical schools, or other nonprofit institutions 
and are held in different parts of the country. A longstanding 
collaboration similarly exists with the premier professional 
organizations in the IRB field — Public Responsibility in 
Medicine and Research and the Applied Research Ethics National 
Association. On a less regular basis, human subject protection 
education efforts are made at meetings of other health 
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professional groups and at meetings sponsored by non-profit 
organizations where sponsors make up a large proportion of the 
audience. 

In addition to their inherent value in focusing attention on 
the importance of informed consent, FDA's educational efforts 
support our enforcement and product approval missions. 

Educated researchers who devote appropriate attention to 
informed consent and other human subject protections are likely 
to conduct studies of high quality in other respects as well. 
Such studies are easier for FDA to review and audit, and 
approvals can be issued more rapidly. The ultimate beneficiary 
is the American public, both those who participate as subjects 
in research and those who are treated with the products 
approved on the basis of that research. 

Z2. interaction Betweem rPA and Penartmental Keaulatlons 

Both FDA and the Department of Health and Human Services (HHS) 
have regulations pertaining to the protection of human subjects 
(21 Coda of Federal Regulation (CFR) Parts 50 and 56 for FDA; 

45 CFR Part 46 for HHS). The HHS regulations apply to research 
that is conducted or supported by HHS'; FDA’s regulations apply 
to human subject research involving products regulated by FDA, 
whether privately or publicly funded. These FDA-regulated 


'The implementation of these regulations is the 
esponsibllity of the National Institutes of Health (NIH) . 
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products Includa, for axaaplc, investigational drugs, 
biologies, and medical devices. The FDA and HHS regulations 
are essantlally identical, with differences only where required 
to reflect the distinct statutory mandate of the organizations 
and the focus of FDA regulations. 

The two agencies apply the regulations in ways fitting their 
distinct missions. KIH implements the HHS regulations through 
assurances made by the institutions where the research is 
conducted. FOA regulates the Investigators who conduct the 
research and the IRBa which review proposed research studies. 

If a research project is conducted or supported by HHS and 
involves a product regulated by FDA, both sets of regulations 
will apply. In addition, most large research institutions 
receiving grant and contract support from HHS have agreed to 
review all research involving h>inan subjects conducted at the 
institution in accordance with the HHS regulations regardless 
of the source of the funding for any particular study. The two 
sets of regulations are complementary and together they set 
forth criteria that are needed to protect research subjects. 

FDA regulates clinical research of Investigational drugs, 
biologies, antibiotics and medical devices under sections 
505(1), 507(d) and 520(g) of the FDAC Act. FDA first imposed 
Informed consent requirements on January B, 1963, pursuant to 
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the 1962 aBendttents to the FOtC Act, which required that 
Informd consent be obtained In aost, but not all, research 
Involving drugs. Later, In 1976, Congress Inposed, through the 
Medical Device Anendaents, an Infomed consent requlreaent for 
research Involving aedlcal devices, which was slallar, but not 
Identical, to the Inforaad consent requlreaent for drugs. In 
1981, FDA proaulgated coaprehenslve Intoraed consent 
regulations which applied the aost recent statutory 
requlreaanta to all FDA regulated research (21 CFR Part 50) . 

In 1981, FDA and RHS slaultaneously proaulgated new regulations 
establishing standards governing the coaposltlon, operation, 
and responsibilities of Institutional Review Boards (21 CFR 
Part 56, for PDA and 45 CFR Part 46, for HHS) . These 
regulations established a coaaon traaework for the operations 
of IRBs that review research funded by HHS and research 
conducted undsr FDA regulatory requlreaents . In 1991, the 
‘coaaon rule’ (aodeled after the core provisions of the HHS 
regulations) was adopted by HHS, FDA and 14 other Federal 
dapartaents and agencies that conducted, supported or regulated 
research Involving huaan subjects. FDA aodlfled Its 
regulations to confora to the coaaon rule to the extent 
peraltted by Its statutes. Last year, FDA published a draft 
guideline — ‘Good Clinical Practice: Consolidated Guideline’ 
under the auspices of the International Conference on 
Haraonlzatlon of Technical Requlreaents for Registration of 
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Pharnacautlcais for Wiaan Uae (ICH). This guidance, while not 
a regulation, defines what is good clinical practice and 
provides a unified international standard for designing, 
conducting, recording, and reporting trials that Involve the 
participation of huaan subjects. 

Z. LTinTgP BXegPTlOMS TO m Tn»»n«n r-nitee t BEOPlMMEirra 

Having dlscuaaed the systea for huaan subject protection, it is 
important to recognize that there are limited circumstances 
when informed consent la not obtained from a human subject or 
his or her representative. There are three ‘exceptions’ to 
FDA's informed consent reguirements. These exceptions are: 

1) for a physician to preserve the life of an individual 
patient; 2) for the conduct of a narrow class of research in 
emergency settings; and 3) for uae by the Department of Defense 
(DoD) of specific investigational products in combat 
exigencies. 


The FOiC Act specifically requires that investigators Inform 
subjects receiving drugs under an IND that the drugs (and 
biologies) are investigational and ‘obtain the consent of such 
human beings or their representatives, except where they deem 
it not feasible, or in their professional judgement, contrary 
to the beat interests of such human beings’ (Section 505 end 
520) . The Medical Device Amendments of 1976 provided that the 
sponsor of clinical investigations must "assure that informed 
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consent will ba obtained from each human subject (or his 
representative) . . . except where subject to such conditions as 
the Secretary may prescribe, the investigator conducting or 
supervising the proposed clinical testing of the device 
determines in trrlting that there exists a life-threatening 
situation Involving the human subject. . . which necessitates 
the use of such device and it is not feasible to obtain 
informed consent from the subject and there is not sufficient 
time to obtain informed consent from the subject and there is 
not sufficient tine to obtain such consent from his 
representative* (Section S20(g) (3) (0) ) . The three exceptions 
to the informed consent reguiranants that FDA has promulgated 
into regulation meat the standards described in those two 
statutory sections, 

^ Preserving the Life of the Patient 

According to the first exception (21 CFR 50.23 (a) and (b) ) 
which has been in affect since isai. Informed consent of the 
subject or his/her legally authorized representative Is 
required unless the investigator and a physician who is not 
otherwise participating in the clinical investigation, certify 
in writing, before the test article's use, that! 

1. The subject Is confronted by a life-threatening 
situation necessitating tbs test article's use. 

2. Informed consent cannot be obtained from the subject 
because of an inability to communicate with, or obtain 
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legally afjective consent from, the subject (for 
example, If the subject is unconscious) . In contrast, 
a subject's inability to speak a particular language 
is not considered an inability to communicate. 

3. Time is not sufficient to obtain consent from the 
subject's legal representative. 

4. No alternative method of approved or generally 
recognized therapy provides an equal or greater 
likelihood of saving the subject's life. 

The first three requirements are contained in the Medical 
Device Amendments. The fourth requirement was added by FDA to 
prevent routine reliance on the exception. 

The regulatory requlramant for this exception 'applies to 
individual situations and not to categories of studies as a 
whole' (46 FR 8945, January 27, 1981), and suggests that there 
should be great confidence in the effectiveness of product, 
l.e., the situation must 'necessitate' use of the product. 

a, Conduct of Research in Emergency Settings 

Because the section 50.23 exception was not formulated to apply 
to clinical trials, in October 1996 FDA promulgated a limited 
exception to the informed consent requirement to permit the 
conduct of a narrow class of resaarcb involving subjects in 
life-threatening situations (21 CFR 50.24). These regulations 


25 




90 


set forth ainiauii standards designed to protect individuals who 
aay benefit froa eaergancy research (61 FR 51498, October 2, 
1996). At the saae tiae, the Secretary, HHS, announced a 
coig>arable waiver of Inforaed consent raqulrsaentB in certain 
eaergancy research subject to the HHS regulations 
(61 FR 51531, October 3, 1996). 

FDA developed this second exception to the inforaed consent 
raguiraaents following extensive consultation and deliberation 
with the ethics and research coaaunltias as to whether and how 
research could be ethically conducted in the acute 
care/eaergency aedlclne context. In the suaaer of 1993, the 
CoBBisslonar of Food and Drugs received letters froa the 
neurology and eaergancy aadiclne coaaunltias expressing concern 
about their inability to conduct eaergancy research in subjects 
unable to provide Inforaed consent because of conflicting HHS 
and FDA regulatory requlreaents. At a May 23, 1994, hearing of 
the Subcoaalttaa on Regulation, Business Opportunities, and 
Technology, House Coaalttaa on Saall Business, problaas 
encountered In securing inforaed consent of subjects in 
clinical trials of investigational drugs and nodical devices 
were discussed. At that hearing. Representative Hydsn 
eaphaslzod the need to hamoniza the HHS and FDA regulations. 

On October 35, 1994, professional and patient organizations and 
the bioethics coaaunity net at the Coalition Conference of 
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Acute Resuscitation and Critical Care Research to discuss this 
problen further. Following this conference, the Coalition 
developed a consensus document to resolve some of the issues 
concerning informed consent and waiver of consent in emergency 
research. The issue received further broad discussion at a 
meeting of the Applied Research Ethics National Association 
(Boston, NA, October 30, 1994) and at a conference sponsored by 
Public Responsibility in Medicine and Research (Boston, HA, 
November 1, 1994) . 

Concurrently and at the direction of HHS, FDA and NIH were 
working together to harmonize their respective informed consent 
regulations as they pertained to this emergency research. On 
January 9-10, 1995, FDA and NIH cosponsored a Public Forum on 
Informed Coi\sent in Clinical Research Conducted in Emergency 
Circumstances in order to obtain as much public input from the 
reseatcli, legal, ethical, and patient advocacy communities as 
possible. FDA also sent 'Dear Colleague’ letters to the IRB 
community, called the major consumer and minority organizations 
which we thought would be interested in the proposed rule, and 
held briefings for the emergency research organizations as well 
as minority organizations in which guestlons about the rule 
could be addressed. It was only after all of these activities 
that FDA published its proposed rule on September 21, 1995 
(60 FR 49086) . 
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FDA received 90 cbiuneAts in response to the proposed rule. The 
vast najorlty of these cominents supported the proposal, 
although frequently the conoents contained suggestions or 
requests for clarification. Of the 16 comments opposed to the 
proposed rule, the majority ware from individuals who concluded 
that Informed consent should not be waived under any 
circumstances. The comments were addressed in the preamble to 
the final- rule published In October 1996. 

The final rule provides access to potentially promising 
experimental treatments to patients in life-threatening 
situations. This rule sets forth special protections to human 
subjects who may benefit from this research, but who are not 
able to give consent on their o%m, and for whom a family member 
or legally authorized representative is not available to either 
withhold or give consent on the subject's behalf. Clearly, any 
researcher who can obtain Informed consent must do so. 
Frequently, there are ways to design a study so that one is not 
confronted with emergency situations in which consent cannot be 
obtained. But In some cases, a subject cannot give his or her 
Informed consent, for example, when there is a life-threatening 
emergency and there is no one available who is authorized to 
consent to an experimental treatment that might save that 
person's life. In that case, the Belmont Report directs us to 
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protect these Individuals with diminished autonomy^. That is 
what the emergency research rule does. It recognizes the need 
for rigorously designed studies to obtain data on interventions 
in acutely life-threatening situations such as cardiac arrest 
and traumatic brain injury in those cases where existing 
therapies are either unsatisfactory or unproven and consent is 
not feasible. Without such studies, new therapies for 
critically Injured patients may never be validated and patients 
in need of emergency medicine may never receive the benefit of 
Improved treatments. Alternatively, such therapies could 
become widely used in the practice of medicine without any 
rigorous demonstration of their safety or effectiveness through 
clinical trials and emergency medicine physicians may never 
know whether they are in fact saving lives or harming patients 
through these interventions. 


The emergency research reipilation requires the following 
actions to be accomplished. Each study proposing to invoke 


‘The National Commission for the Protection of Human 
Subjects of Biomedical and Behavioral Research stated in The 
Belmont Report that: "Respect for persons incorporates at least 
two basic ethical convictions: first, that individuals should be 
treated as autonomous agents, and second, that persons with 
diminished autonomy are entitled to protection. The principle of 
respect for persons thus divides into two separate moral 
requirements: the requirement to acknowledge autonomy and the 
requirement to protect those with diminished autonomy" (44 FR 
23192, ^ril 19, 1979) . This report was in response to one of 
the National Commission's mandates, contained in the "National 
Research Act", P.L. 93-348 (See 42 U.S.C. 218) . That mandate was 
to Identify the basic ethical principles underlying clinical 
research. 
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this waiver must be submitted to FDA as a separate and clearly 
identified investigational device exemption (IDE) application 
or investigational new drug (INO) application. This will 
permit the Agency to very carefully review each of these 
studies to help ensure that they meet the narrow criteria of 
the rule before the study is allowed to proceed. The IRB and a 
physician free of conflict-of-interest must ensure each of the 
following for these emergency research activities to proceed: 

• The human subjects are in a life-threatening situation; 

• Available treatments are unproven or unsatisfactory; and 

• Research is necessary to determine the safety and 
effectiveness of the particular intervention. 

• It is not feasible to obtain informed consent from the 
subjects as a result of their medical condition or from 
the subjects' legally authorized representative because 
the intervention must be administered before they could 
feasibly be reached, and there is no reasonable way to 
identify prospectively the individuals likely to become 
eligible for participation in the research. 

• Participation in the research holds out the prospect of 
direct benefit to the subjects because; the life- 
threatening situation necessitates intervention; 
Information from appropriate preclinical (animal) studies 
and related evidence support the potential for the 
intervention to be beneficial; and the risks associated 
with the research arc reasonable in light of what is known 
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about tha condition, the risks and the benefits of current 
therapy, and what is known about the risks and benefits of 
the proposed intervention. 

The research could not practicably be carried out without 
the waiver. That is, the research could not practicably 
be carried out in a subject population who could provide 
informed consent. 

The protocol must define the length of the potential 
therapeutic window based on scientific evidence and the 
researcher must commit to attempting to contact a legally 
authorized representative for each subject within that 
window of time and, if feasible, to asking that 
representative for consent rather than proceeding without 
it. The researcher must summarize his or her efforts and 
make this Information available to the IRB at the time of 
continuing review. The 'therapeutic window* is the period 
of time in which the patient must receive the therapeutic 
Intervention if it is to be effective. 

The IRB must have reviewed and approved informed consent 
procedures and an Informed consent document consistent 
with FOX'S informed consent provisions (21 CFR 50.25). 
These are to be used with subjects or their legally 
authorized representatives in situations where their use 
is feasible. 

The IRB also must review and approve procedures and 
information to be used when providing an opportunity for a 
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family me^er to- object to a subject's participation in 
the research. 

Additional protections of the rights and welfare of subjects 
are provided in this rule. These additional protections 
include: 

• Consultation with representatives of the communities in 
which the research will be conducted and from which the 
subjects will be drawn: 

• Public disclosure to both of these communities prior to 
initiation of the research of plans for the research and 
its risks and expected benefits; 

• Disclosure to the public of sufficient information 
following completion of the research to apprise the 
community and researchers of the study, including the 
demographic characteristics of the research population, 
and its results; and 

• Establishment of an independent data monitoring committee 
to exercise oversight of the research. 

Because the default in this rule is that, once research has 
been approved by an IRB, eligible subjects are entered into 
these studies, the rule expands the number of caring 
individuals who may object to including a subject in one of 
these studies. Thus, if consent is not feasible from either 
the subject or a legally authorized representative, the 
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investigator must commit to attempting to contact within the 
therapeutic window, the subject's family member (who may not be 
a legally authorized representative) and asking whether he or 
she objects to the subject's participation in the research. 

The investigator's efforts to make this contact must be 
summarized and made available to the IRB at the time of 
continuing review. 

The IRB also is responsible for ensuring that procedures are in 
place to inform each subject, legally authorized 
representative, or family member at the earliest feasible 
opportunity of the subject's inclusion in the research, the 
details of the research and other information contained in the 
consent document, and that they may discontinue further 
participation of the subject at any time without penalty or 
loss of benefits to which the subject is otherwise entitled. 

These policies establish narrow limits for allowing research 
without informed consent in certain studies of emergency 
medical interventions, and harmonize these standards throughout 
HHS. We believe HHS's new overall approach to emergency 
research situations may offer the best hope, in an ethical 
manner, to critically ill, unconscious persons who have no 
readily available legal representative to give consent and who 
cannot be successfully treated through conventional means, but 
might benefit from a promising experimental intervention. 
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since the promulgation of the final rule on emergency research, 
FDA has tracked all INDs and IDEs submitted under this rule. 

We have committed to an ongoing evaluation of the 
implementation of this rule to ensure its adequacy for 
protecting research subjects and to ensure it is appropriately 
applied. To date, there have been very few submissions under 
this rule. We have received one IDE application and four IND 
applications under the emergency research rule. This rule was 
designed, and is being used, only when it is not feasible to 
conduct research without a waiver. Thus, this rule is being 
used as it was designed — only for that limited class of 
emergency research which cannot be conducted without a waiver 
and which meets the stringent criteria built into the rule to 
protect the research subjects. 

This life-threatening situation rule was promulgated in 
response to growing concern that existing rules were making 
high quality acute care research activities difficult or 
impossible to carry out at a time when the need for such 
research is increasingly recognized. By permitting certain 
adequate and well-controlled clinical trials to occur that 
involve human subjects who are confronted by a life-threatening 
situation and who also are unable to give informed consent 
because of their medical condition, the Agency expects the 
clinical trials to allow individuals in these situations access 
to potentially life-saving therapies and to result in the 
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advancenent in Icnowledge and inprovement of those therapies 
used in emergency medical situations that currently have poor 
clinical outcome. 

C. Department of Defense Combat Exigencies 
The third exception to our informed consent requirements 
concerns the use of an investigational drug or biologic in 
certain situations related to military combat. During the 
months preceding the Persian Gulf War, DoD had discussions with 
FDA regarding the potential use of specific investigational 
products ill military personnel serving in the Persian Gulf. We 
also had extensive internal discussions involving technical and 
policy-level staff, as well as experts from other Federal 
agencies and academia. It was thought that the products under 
discussion represented the best preventive measures for 
providing protection against possible attack with chemical or 
biological weapons. DoD requested the assistance of FDA in 
allowing the use of these products in certain battlefield or 
combat-related situations in which they considered obtaining 
informed consent 'not feasible.’ FDA gave considerable 
deference to DoD's judgment and expertise regarding the 
feasibility of obtaining informed consent under battlefield 
conditions. 

In response to this request, on December 21, 1990, FDA 
published an Interim regulation amending its informed consent 
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regulations. This regulation allowed the Commissioner of FDA 
to determine, upon receipt of an appropriate application from 
DoD, that obtaining informed consent from military personnel 
for use of a specific Investigational drug or biologic would 
not be feasible in certain circumstances, and to grant a waiver 
from the requirement for obtaining such consent. 

The exemption extended, on a case-by-case basis, only to 
investigational drugs (Including antibiotic and biological 
products, including those for protection against chemical and 
biological warfare agents) for use in a specific military 
operation involving combat or the immediate threat of combat. 

A request from DoD for an informed consent waiver must include 
the justification for the conclusion (made by physicians 
responsible for the medical care of the military personnel 
Involved) that: 1) the use is required to facilitate the 
acuomplisliment of the military mission; 2) the use would 
preserve the health of the individuals and the safety of other 
personnel, without regard for any individual's preference for 
alternate treatment or no treatment; and, 3) the request 
contains documentation to indicate that the protocol has been 
reviewed and approved by a duly constituted IRB for the use of 
the investigational drug without informed consent. 

Each application for waiver from the informed consent 
requiretaents was assessed by the appropriate FDA review 
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division, and by the Agency's Informed Consent Waiver Review 
Group (ICWRG) . The ICWRG included senior management of the 
Center for Drug Evaluation and Research, the Center for 
Biologies Evaluation and Research, the Office of General 
Counsel, the Office of Health Affairs, and HIH's Office of 
Protection from Research Risks. The ICWRG core was 
supplemented by technical experts as appropriate for the 
particular Investigational drug being considered for exception. 
The ICWRG considered DoO's justification supporting the request 
for the waiver and the reviewing division's evaluation of the 
available safety and efficacy data. The ICWRG requested 
additional supporting Information in some cases, and required 
changes in the information to be provided to the troops in 
several rounds of iterative exchanges with DoD. The ICWRG then 
made a recommendation to the Commissioner regarding whether or 
not to grant the waiver. The Commissioner made a decision on 
the application and informed DoD in writing. 

Under this regulation, waivers were granted for two products 
during Operation Desert Storm/Shleld — pyridostigmine bromide 
and botulinum toxoid vaccine. Although FDA had concluded that 
informed consent was not feasible, FDA did obtain DoD's 
agreement to provide accurate, fair, and balanced information 
to those who would receive the Investigational products. To do 
this, DoD developed information leaflets on both products with 
FDA's input and those leaflets received final FDA approval. 
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Following the cessation of combat activities, the Assistant 
Secretary of Defense for Health Affairs notified the 
Connissioner in a March 1991 letter that DoD considered the two 
waivers granted under the interim rule to be no longer in 
effect. He also informed the Commissioner that OoD had 
ultimately decided to administer the botulinum toxoid vaccine 
on a voluntary basis. 

Since that time, the Presidential Advisory Committee on Gulf 
War Veterans* Illnesses has recommended that we “solicit timely 
public and expert comment on any rule that permits waiver of 
informed consent for use of investigational products in 
military exigencies.” (Final Report, page 52.) FDA has 
carefully evaluated the committee's recommendations as well as 
other information that has come to its attention. FDA has 
engaged in discussions within the Agency, with DoD, and with 
others on this important top\<*. As a result of these 
discussions, the Agency will solicit public comment in line 
with the committee's report. This public comment will be 
directed towards whether the FDA should finalize the interim 
rule, modify it, or eliminate it completely. 

VI. CONCtUSlOM 

The first layer of the subjects' protection is provided by the 
medical research sponsor. It is the responsibility of the 
sponsor to design the research study to be ethically and 
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scientifically sound, select qualified researchers, provide 
then with the information they need to properly conduct the 
research study, and ensure proper monitor inq of the study. The 
second layer of protection is provided by the researcher, whose 
professional and civic obligation is to conduct ethical 
research and make sure that the study participants are apprised 
of, and fully understand, the potential risks and benefits of 
the research. The third layer of protection is provided by 
IRBs. It is the responsibility of the IRBs to develop and 
follow procedures for initial and continuing review of the 
integrity of the research and the protection of the rights and 
welfare of its human subjects. The last layer of protection is 
provided by FDA, which regulates the organization and 
procedures of IRBs, researchers, research sponsors, and others 
involved in clinical trials. These layers of protections are 
applied to each clinical study to ensure the integrity of the 
data and in order to protect the rights and welfare of the 
human subjects of clinical research. 

We take vary seriously our obligation to protect the rights and 
welfare of all research subjects who participate in research 
involving FDA-regulated products. We believe that our 
regulations and inspection programs are Important to help 
ensure that human research subjects are protected at the same 
time that vital Information on the safety and effectiveness of 
drugs, biologies, antibiotics, and devices is gathered. 


39 



104 


I would be happy bo answer any questions you have about FDA's 
oversight and regulation of research activities. 
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Dr. Friedman. Thank you for the opportunity for the statement, 
sir. 

Mr. Burton. First of all, let me thank you and your staff for 
being with us today. I know it’s an imposition, but we think it’s im- 
portant that we discuss these issues. TThe reason that we went into 
the fenfluramine issue was because it became so prominent in the 
news in just the last few days and we thought that it was some- 
thing that was relevant to what we’ve been concerned about and 
that is the health of people and how the FDA works. So we thought 
we would add that to the agenda today. We think your agency was 
given adequate time. I hope, if there was a disa^eement, I apolo- 
gize for that but we thought we had adequate time to prepare for 
this and the minority was made aware of it last Friday. 

Let me ask you a couple of questions about that fenfluramine sit- 
uation. You had children in New York City in the inner city, that 
were subjects of this experimental procedure and even after it be- 
came apparent that this caused health problems in adults, it was 
allowed to continue to be used and injected into children from the 
inner city there. Why was that? 

Dr. Friedman. Well, sir, I don’t know when that particular ques- 
tion was addressed to the agency. I only found out about it this 
morning. So I can assure you that we can provide a much more 
substantive answer with more time. But I’m happy to share with 
you the information I have today. 

Mr. Burton. What we have here, as reported in the newspaper — 
and I don’t always believe what the newspapers say, but — is a Rob- 
ert Temple in your agency? 

Dr. Friedman. Yes. 

Mr. Burton. He is alleged to have said, quoted as saying, “Just 
because a drug is pulled off the market ... it still may have a le- 
gitimate use for research. The benefit of the product will outweigh 
the risk. Lumpkin and Dr. Temple, the director of the FDA’s Office 
of Drug Evaluation, admitted they had Very little data’ showing 
the impact good or bad one or two doses of fenfluramine will have 
on children.” I don’t understand that 

Dr. Friedman. Well, let — if I may. I’ll be happy to respond, sir. 
Again 

Mr. Burton. Your — ^he’d be — I’d be happy to hear his response 
as well. 

Dr. Friedman. And — as I would be happy to offer it, sir. I think 
the critical issues here, have to do with the question of whether or 
not the perceived benefits of the investigation are relevant. I un- 
derstand — and I’ve just received information on this this morning 
so my information is not totally complete in this regard — that when 
this product was removed from the market, those investigators who 
were using it were contacted and told of this information. Now it 
is absolutely correct that there are some products which, when they 
are removed from the market for one indication, continue to be re- 
searched for others and there are some examples of great benefit 
coming from such situations. 

Mr. Burton. What — ^but doctor, there were heart valve problems 
created 

Dr. Friedman. May I continue please, sir? 

Mr. Burton. Sure. 
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Dr. Friedman. Thank you. What was asked at the time of the 
product being removed from the market is that all clinical trials 
cease and that if an investigator wished to continue the research, 
that certain things must be done. First and most importantly, there 
must be adequate informed consent. And the informed consent in 
this process, the document itself was modified. You mention that 
there were some children involved. There were also, as I under- 
stand it, more adults than children, but there were a number of in- 
dividuals involved. Those people had a new informed consent docu- 
ment that talked about the risk of heart disease. That’s No. 1. No. 
2, those people who wished to participate in this clinical trial, and 
it was voluntary, underwent a cardiac examination to examine 
their heart valves to see if there was any damage there before they 
began taking the one dose that they would be offered. Afterwards 
they had to submit to a second heart valve examination. It’s not 
painful, but it is a highly sophisticated test. Third, the local inves- 
tigational review board, the board that knows best the local situa- 
tion of the people involved, the investigators who are doing the re- 
search, had to be informed and had to agree that this was an ap- 
propriate technique. 

You raise issues about informed consent and how this process is 
best conducted. As I’m sure you recognize, sir, there are at least 
three important components here, one of which is the Food and 
Drug Administration, but IRBs, the Institutional Review Boards 
that are critically involved in this unfortunately aren’t going to be 
represented here today. I think that’s lamentable because they’ve 
a very important role to play. Nor the Office for Protection of Re- 
search Risks, OPRR. 

Informed consent was provided. All appropriate testing was done. 
This was clearly a voluntary kind of activity. And we take very se- 
riously the special care that must be given to populations of pa- 
tients whether they be children, patients who are desperately ill, 
patients with psychiatric conditions, and so forth. That there must 
be built in extra safeguards for those individuals because they by 
themselves can’t look after their own best well-being. 

Mr. Burton. I understand. But we’re talking about children. 
There may be some adults, but we’re talking primarily about chil- 
dren who would not be able to give informed consent. Their parents 
could. But Dr. Temple said very little data exists on this and so 
how did you know that children would not be affected down the 
road after being subjected to this treatment? 

Dr. Friedman. There are many thousands of patients who’ve 
been treated with this product. 

Mr. Burton. Children? 

Dr. Friedman. No, adults. Before research is carried out in chil- 
dren, frequently there must be a large experience in adults. Not al- 
ways, but frequently that is the case. This is a situation where not 
just the Food and Drug Administration, but a body of scientists 
and the Institutional Review Board looking at this information be- 
lieve that there was a real promise of scientific information being 
gained that might be of help to these children and adults later. I 
can 
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Mr. Burton. But the children — ^but. Doctor, you already knew 
that there had been some heart valve problems created by the use 
of this drug in the past. 

Dr. Friedman. We have never seen — there has never been re- 
ported a case of any heart valve or other illness from taking — a 
heart valve or blood vessel illness, I should say, from taking one 
dose. That’s not been reported to the agency in thousands of pa- 
tients who’ve been treated in adults or anyone else. 

Mr. Burton. But how did you know? You know, children are 
much smaller than adults. How did you know that 

Dr. Friedman. That’s very appropriate, sir. 

Mr. Burton. How did you not Imow — how did you know that it 
would not adversely affect a child because the dose might — because 
they’re much smaller, might have a much greater impact on their 
bodies than it would with an adult in the same amount. 

Dr. Friedman. The fact that there are unknowns in clinical re- 
search is certainly true. But I know, sir, because you’ve been pas- 
sionately eloquent about this, the need for investigation under 
properly controlled situations is something that you have been an 
ardent spokesman for. 

Mr. Burton. Right. 

Dr. Friedman. I think that this is a situation where if you say 
that the Food and Drug Administration must only allow that re- 
search to go forward for which the answer is almost surely known, 
we would restrict medical research and I know you don’t want that, 
nor do I. 

Mr. Burton. No, I want to — I don’t want to 

Dr. Friedman. I certadnly don’t — I’m sure you don’t mean that. 

Mr. Burton. No, what I wanted to understand, at least in part 
in this hearing today, is why when there was a substance that had 
damaged adults that it was continuing to be used in the scientific 
research program on children after the fact. And the answer that 
was given to the newspapers by Dr. Temple did not seem adequate 
to me. And all I want to find out for sure is why. Obviously re- 
search is important. 

Dr. Friedman. Well, let me just say one other thing and then I’m 
more than happy to have Dr. 'Temple join me to respond specifically 
in case that quotation wasn’t thoroughly complete or entirely ade- 
quate. I’m very happy to have him join me. The thing I have to re- 
^rm, though, sir, is that the risks to adults was described in de- 
tail in the informed consent process that the parents of these chil- 
dren or that the adults had to sign. That was disclosed in there. 
I looked at the informed consent document this morning myself to 
assure myself of the fact that that had not been left out. 

Now you and I might say that, for us as individuals, we have a 
threshold for what clinical trials we would participate in or allow 
our children to. And that’s certainly our privilege. But I believe 
that the critical question here — ^I think this is question of personal 
choice as well. And I know that you’ve been very keen and very 
supportive of having patients have their choices. What you’ve re- 
quired and what I thoroughly support with you, sir, is having the 
proper information disclosed to that individual in a noncoercive and 
in a thoroughly educational mode. That’s extremely difficult. I do 
recognize that and I’m not making light of that. 
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Nonetheless, I believe that our primary responsibility is to pro- 
vide the information, to make sure that things are ethically con- 
ducted. If a patient or if a parent wishes to have, with the child’s 
assent, our agency recommendation to participate in such a study 
they should do so fully knowledgeable of all the side effects that 
we’re aware of. 

I’m sorry to have gone on so long. Dr. Temple might want to em- 
bellish on his comment. 

Mr. Waxman. Excuse me. Dr. Temple, I have to leave and 

Dr. Friedman. I’m sorry, sir. 

Mr. Waxman [continuing]. If the chairman would permit me. You 
can go in the second round. 

Mr. Burton. We’ll defer and let him answer. 

Dr. Friedman. Thank you. Please go right ahead. 

Mr. Waxman. It’s my 5 minutes of questions to you. 

Dr. Friedman. Yes, sir. 

Mr. Waxman. We had two hearings in this committee on a dif- 
ferent subject and we were only informed as the chairman indi- 
cated Friday, that we now have a different subject for today’s hear- 
ing. Well, I’m going to have written questions to you for the 
record 

Dr. Friedman. Yes, sir. 

Mr. Waxman [continuing]. To explore both areas. But on this 
particular issue, thalidomide comes to mind. That was a drug that 
was pulled off the market and now it’s part of a research protocol. 
Tell us about that and is there anything wrong with using that re- 
search? 

Dr. Friedman. I think it’s a very important example. As we all 
know, thalidomide had horrible side effects as a sleeping agent. It 
did result in sleep, but it had terrible effects on developing fetuses. 
The drug was not on the market in the United States, thankfully, 
but it continued to be tested in the United States because it had 
a very powerful and positive impact on patients with a certain very 
painful form of leprosy. Now tlus was such a terrific treatment. It 
was so valuable for these patients that we continued to allow its 
use under very carefully controlled conditions where you did worry 
about the possibility of pregnancy, but did everything you could to 
prevent that. In fact, we have recently reviewed and approved an 
application for thalidomide under those very same circumstances. 

Mr. Waxman. So the research on thalidomide is a different 
ex 

Dr. Friedman. It’s an excellent example. 

Mr. Waxman. It’s a different kind of research. 

Dr. Friedman. That’s right. 

Mr. Waxman. On the use of the drug when it was available, not 
in the United States, but in other countries. 

Dr. Friedman. And the information that was supplied to patients 
receiving that information for that medication was as fully inform- 
ative as what we’ve just described for fenfluramine. As you recog- 
nize, sir. I’m not defending the experiment with fenfluramine or 
criticizing it. I don’t know whether it’s going to be al^ositive piece 
of scientific information, that we will learn important new insights, 
but I do believe that it is appropriate and ethical and that it’s 
being conducted under carefully scrutinized circumstances. 
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Mr. Waxman. Now both the FDA, which you represent, and Dr. 
Varmus, who’s the head of the National Institutes of Health, testi- 
fied extensively last year at our subcommittee hearing chaired by 
Mr. Shays on this issue of informed consent and I think this hear- 
ings focus on FDA is somewhat misleading, sort of like a blind man 
trying to describe an elephant simply by looking at the trunk. Isn’t 
it true that the oversight of human research is a responsibility of 
thousands of Institutional Review Boards, trial sponsors, the NIH 
Office of Protection Research Risks, the FDA, and, ultimately, the 
scientists who conduct the research in accordance with professional 
standards? 

Dr. Friedman. That’s exactly right. And some people say it’s the 
very complexity and multiple nature of that system that builds in 
special protections for patients, that those number of different per- 
spectives are very important in protecting patient rights. At any 
point there may be a difficulty. There may be an investigator who 
doesn’t follow the rules or an IRB that doesn’t function as well as 
it should. We recognize that there can be problems at any point in 
the system, but I think that collectively we are all committed to 
having an ethical, proper system. 

Mr. Waxman. For this hearing, the only one as I can tell, that’s 
being asked to respond to the concerns that are legitimately being 
raised about clinical trials and adequacy of informed consent, the 
placebo trials, is the FDA. 

Dr. Friedman. Lamentably, that’s true. 

Mr. Waxman. And others are involved as well. 

Dr. Friedman. That’s very true, sir. 

Mr. Waxman. Now, as an accomplished medical researcher and 
as acting commissioner, can you explain to us the purpose of a pla- 
cebo-controlled trial? A^en is a placebo necessary and are there 
situations where a placebo group is simply inappropriate? 

Dr. Friedman. If I may, let me begin with the third of your ques- 
tions, because in some sense it’s the most important. There are 
clearly a number of situations where a placebo-controlled trial is 
inappropriate and is not ethical and we don’t sanction or approve 
such trials. It’s absolutely true. It’s especially true if there is effec- 
tive treatment, life-saving treatment, dramatically beneficial treat- 
ment that’s available. We feel very strongly that under those cir- 
cumstances patients should not be denied those options. 

Clinical trials are very complicated and trying to decide how best 
to show the benefit of a new treatment can be very difficult. We 
believe that the principles that need to be adhered to are, first of 
all, complete informed consent. So when a placebo is used, a pa- 
tient is fully informed about that and he or she makes the choice. 
There’ve been some dramatically effective and dramatically star- 
tling trials recently. Just last week, the announcement about the 
tamoxifen trial for breast cancer prevention — what I think of as a 
major important trial — ^that was a placebo-controlled trial. It was 
scrutinized very carefully by hundreds of investigators, thousands 
of patients participated, dozens or more review boards. Under those 
circumstances, it was a — it was the proper choice to make, we be- 
lieve. It demonstrated a new therapy that — it has promise for 
many, many patients. 
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Distinguished scientists will have legitimately different points of 
view about when a placebo-controlled trial is appropriate and when 
some other kind of trial is not appropriate. I think that specifics 
must be tailored to the disease, to the options that exist for the pa- 
tient, for the condition of the patient, and, most of all, for the pa- 
tient’s choice. There are some situations in which we believe that 
placebo-controlled trials are appropriate. There are other situations 
where you think they are entirely inappropriate. But we think that 
the seriousness of the condition, the relevance of other options, it 
might have real patient benefits, and patient preference are some 
of the most important features. 

Mr. Waxman. Are all these decisions FDA decisions? 

Dr. Friedman. No, sir. We certainly have a role and we certainly 
want to help with this, but these are decisions that are made at 
the investigator level; at the IRB level; at the sponsor of the prod- 
uct level; if there’s a NIH-sponsored trial, at their level. We partici- 
pate in this colloquium, but we’re only one of several participants. 

Mr. Waxman. 'lliank you, Mr. Chairman. 

Mr. Burton. Mr. Horn. 

Mr. Horn. Thank you very much, Mr. Chairman. Let me review 
some of the matters. What year was the first time the FDA knew 
of this experiment by the New York State Psychiatric Institute? 

Dr. Friedman. Sir, I would have to provide that for the record. 
Again, I was not informed that that 

Mr. Horn. You don’t have the file or papers on you? 

Dr. Friedman. No, sir, not with me, no, sir. I’m sorry. 

Mr. Horn. Who in the FDA has such a file? 

Dr. Friedman. The appropriate portion of the Center for Drug 
Evaluation and Research, sir. 

Mr. Horn. And they didn’t give this to you to prepare for this 
hearing? 

Dr. Friedman. No, sir, I found out about this, this morning at 
9 that this would be part of the hearing. I’m sorry, sir. I don’t want 
to waste your time. I would have much preferred to prepare prop- 
erly for this issue. This was not an issue that we had been in- 
form — ^that I had been informed about nor do I know of anyone else 
on my staff who passed that information on to me. 

Mr. Horn. Well, my question, obviously, gets nullified by not 
being prepared and the question is — diet’s then put it on a hypo- 
thetical. Let’s say the experiment started in the 1980’s and it’s now 
the end of the 1990’s. \^at’s the policy of the FDA in reviewing 
the consent papers on projects that come to you for approval? How 
often do you review them to see that theVre conforming to the con- 
sent? And, No. 2, to see what, if any, change has occurred in the 
protocol with regard to the pharmaceuticals that are being tested? 

Dr. Friedman. I would ask Dr. Nightingale if he would please as- 
sist me with this answer. We certainly — we rely upon the Institu- 
tional Review Board to assure that proper informed consent docu- 
mentation and informed consent occurs. We site visit those IRBs on 
a regular but episodic basis and look at those forms at that time. 
It is not a mandatory requirement that we review all consent forms 
for all situations when the project is first started. Frequently, if not 
always, the sponsor supplies that to us for their — for our review at 
the time of initiation. We make efforts, and certainly did in this 
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case I know because I received this fax this morning, to update in- 
formed consent documents to require that these be updated so that 
patients will be given the latest information when it becomes avail- 
able. 

I can speak to you from other venues not about this case, but as 
you’ve pointed out, the hypothetical case. When I was a clinical in- 
vestigator at a university and then when I was at the National 
Cancer Institute, I had to both serve on Institutional Review 
Boards and present before them proposals that they would review. 
And whenever I found out new information as an investigator, I 
modified my consent form, I took it back to the IRB. Often they 
wouldn’t require to meet with me; they just took that as a paper 
submission, but on occasion they would. But when I was at the Na- 
tional Czmcer Institute and we were sponsors of some trials, we 
certainly asked for informed consent documents to be updated and 
changed as new information emerged about a side effect that had 
not previously been noted or, in some instances, a benefit that 
wasn’t known before. 

I don’t know if Dr. Nightingale wants to add anything. 

Dr. Nightingale. Right. May I just add a little to that. Basi- 
cally, the FDA does the review of informed consent in a variable 
manner. Certain parts of the agency routinely do review informed 
consents; others don’t. It depends on the situation as well as the 
product class. When there are deficiencies found, when FDA does 
a review itself, they are passed on to the sponsor and changes are 
made throughout the system. 

But, more typically, where the rubber meets the road, of course, 
is at the IRB, as Dr. Friedman has stated before. That is the main 
locus for this ethical review and any changes that are made there 
must be made before a trial can begin, .^d that’s where this is 
done. 

Mr. Horn. What is the FDA policy if there’s an introduction of 
a new drug that hasn’t been in the original protocol? Do you then 
go back to get informed consent? Or how do you handle that? How 
do you require that 

Dr. Friedman. I want to make sure I understand your question. 

Mr. Horn. Well, I’m trying to get at just how vigilant is the FDA 
in reviewing what an Institutional Review Board has done when 
there are changes in the protocol? Do you demand that they go 
back to a new consent on the part of the people that are exposed 
to that particular experiment? How does that work? 

Dr. Friedman. I think I understand your question. If I don’t get 
it right, give me another chance and I’ll try to answer your ques- 
tion again. If you’re saying for those people who are currently on 
a clinical trial, theyve agreed to participate, they’re enrolled in the 
study, they’re taking the treatment, and then a new observation is 
found and the consent form is changed. Did those people then get 
the new information about that consent form? That new observa- 
tion? 

Mr. Horn. Right. 

Dr. Friedman. It certainly would be, depending upon the serious- 
ness of the side effect or the opportunity for providing this informa- 
tion, I think it would be absolutely optimal to do that. I can tell 
you that my experience at the National Cancer Institute was ex- 
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actly that, that when we found new information for patients who 
were receiving the treatment, there were occasions when we had 
the investigator go back and talk to every patient who’d been re- 
cruited to that clinical trial to say to them, here’s new information 
we just want to let you know this for your interest. 

You recognize, I know, that at any point in the clinical trial, the 
patient is given the opportunity to stop, to withdraw from the trial 
amd the consent form must say with no prejudice, with no risk of 
any adverse health consequences, that they won’t be cared for or 
they’ll have to find a new doctor, or anything else. 'That you prom- 
ise them that you will care for the patient whether or not they par- 
ticipate in the trial or you will see that they get care whether or 
not they’re in the trial. That always exists for the patients. 

Now, I think that the local life has the formidable task of re- 
viewing that information. And the GAO report that the chairman 
referred to earlier points out that IRBs often do a very good job of 
this. But as this report points out, there are real strains on the sys- 
tem at the OPRR level, at the IRB level, at the investigator level, 
and that the FDA has strains. But that they recognize that, in gen- 
eral, the system works well, but should work better and is exposed 
to risks in the future. 

Mr. Horn. Because when we talk about the IRB, the Institu- 
tional Review Board, has the FDA examined the one that relates 
to the New York State Psychiatric Institute to see if there are con- 
flicts of interest? I mean, let’s face it. I’ve been a dean of research 
in my past incarnations and you can easily have conflicts of inter- 
ests of other faculty and it’s each one scratch each other’s back type 
of arrangement. Azat’s the FDA done in this case to look at the 
situation in terms of the makeup of that board? And my next ques- 
tion’s going to relate to informed consent for children. But let’s deal 
with that. 

Dr. Friedman. Let me answer — ^if I may. I’ll respond subsequent 
to the hearing since I don’t have that information. We will identify 
for you when last that IRB was site-visited, what was found at that 
time. Again, I don’t have that information. I would have — I’m as 
dissatisfied with this as you are, sir. It’s my intention to be here 
to engage in the highest quality discussion that we can and I’m 
frustrated by not having adequate time and adequate notice to pre- 
pare for this and I apologize to you, sir. 

Mr. Horn. Well, I appreciate that. But now on the general policy 
of informed consent of children, what are the FDA rules on that? 

Dr. Friedman. Again, I’ll have Dr. Nightingale supplement my 
answer. The short answer is that the parent or legal guardian 
must provide his or her consent. But our agency policy is one step 
further than that which is that the assent of the child is something 
to be striven for as well. Because it’s not merely that children are 
totally passive in this as all of us as parents clearly recognize in 
good ways and in times of illness. Nonetheless, we want to have 
the patient’s best interests, in this case the children’s best inter- 
ests, looked after by those people who have the greatest care and 
the greatest knowledge about them. Perhaps Dr. Nightingale can 
expand. 

Dr. Nightingale. Just to add to that, there aren’t specific addi- 
tional FDA regulations for children in the informed consent area. 
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but clearly to have the informed consent requirement csirried out 
properly, great attention has to be paid to vulnerable subjects such 
as children. There is a requirement in the IRB regulations that 
when you’re dealing with vulnerable subjects on a regular basis 
that the makeup of the IRB should be paid attention to and that 
you should have those concerned about the welfare of that particu- 
lar vulnerable group serve on the IRB to assist in the review. 

Mr. Horn. Now is vulnerability decided by what age they are? 
Or is it decided by what psychological and physical condition 
thej^re in? 

Dr. Friedman. Well, I would say both are important factors, sir. 

Mr. Horn. But what is the age minimum now at which a child 
can give consent? 

Dr. Friedman. There’s an emancipated 

Dr. Nightingale. I think it varies State to State in terms of the 
specifics. 

Mr. Horn. So FDA follows the State rule, not a national stand- 
ard. 

Dr. Friedman. If necessary, we’ll get back on that. 

Dr. Nightingale. We can check, sure. 

Mr. Horn. Well, does anybody of the eight who took the oath 
know the answer to that question? 

Ms. Maloney. My name is Diane Maloney in the Office of the 
Chief Counsel and, with regard to informed consent, the informed 
consent is by the subject or the legally authorized representative 
and that is determined by State law. So the age, I believe, would 
be, if the State law is a person is eligible to give consent at 18 in 
one State, then that would be acceptable. If it were higher or lower 
in another State, that, I believe, would be what the law would pro- 
vide. 

Mr. Horn. I’m fascinated because, with all the thousands of 
pages of regulations this Government has turned out since FDA 
was established under Theodore Roosevelt, I would have thought 
there’d have been a standard age of consent on a federally ap- 
proved project across the country. 

Mr. Cox. Will the gentleman yield? 

Mr. Horn. Yes, I’d be glad to. 

Mr. Burton. In fact, why don’t we let Representative Cox have 
his 5 minutes, then we’ll come back to you, Mr. Horn. 

Mr. Cox. Well, I don’t mean to interrupt this very profitable line 
of questioning, I just asked the gentleman from California to 3 rield 
for a moment. 

Mr. Burton. OK. All right. 

Mr. Horn. And I am glad, Mr. Chairman, to yield because I’m 
due in another hearing right now. 

Mr. Cox. Dr. Friedman, you said that it was FDA policy, in addi- 
tion to gaining the legal consent of the parent, also to strive for the 
assent of the child. What is FDA’s policy on that? How old must 
a child be to give his or her assent? 

Dr. Friedman. I don’t know that there’s a written policy. I’ll have 
to look into that and supply that to you if I may. I would say that, 
as a parent and as a physician, I would hope that at whatever age 
the child was capable of doing it. Obviously, the exigencies of ill- 
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ness and the frightening situation of a medical facility would make 
that difficult, but, wherever possible, I think it’s ideal. 

Mr. Cox. Mr. Chairman, who has the time? 

Dr. Friedman. It is, I’m told, sir, that it’s in our good clinical 
practices guidelines and we’ll be happy to supply that to you. 

Mr. Cox. Mr. Chairman, it’s my understanding that that’s actu- 
ally what this hearing’s about, so I don’t think that these questions 
are off-base at all, and I’m just surprised that the witnesses aren’t 
prepared to answer them, but I do appreciate that you could pro- 
vide us supplemental information. 

Dr. Friedman. Yes, may I speak to that, sir? 

Mr. Burton. If the gentleman yields briefly, as I understand it. 
Dr. Temple of the FDA was made aware of this yesterday afternoon 
about 3 o’clock, when he was contacted by a reporter so that was 
when everybody at the FDA had their antennae go up. And I would 
have thought that possibly you could have brought some of those 
records in that period of time. But, nevertheless, it was very short 
notice. 

Dr. Friedman. Sir, I think that for a hearing of this importance 
and for subjects this complex and asking us to deal with all in- 
formed consent, all human protection, all access issues, I think that 
less than 24 hours notice is very difficult. I take this very seriously. 
I apologize to the committee, but we were not even given formal 
notification by anybody on the committee that this would be an 
issue. A reporter calling us is hardly notification from such an im- 
portant and distinguished committee. 

Mr. Burton. Well, Doctor, let me just say the reason we decided 
to go into this subject — ^if the gentleman will yield a little bit fur- 
ther — ^was because we had the hearing scheduled. It was a timely 
issue. We apologize for the shortness of notification but we would 
have had to have you come back at another time and drag all your 
staff back and we thought that we would try to kill two birds with 
one stone. So that’s the reason for it. 'Thank you for being here. 

Dr. Friedman. Well, and we’re happy to try to respond to it; it’s 
just that I’m — I apologize and I don’t wish to be held to not being 
ready for everything since there was relatively little time. But, Mr. 
Cox, I’m sorry, I interrupted you, sir. 

Mr. Cox. That actually amply answers my question and I did not 
know of the foreshortened notice that you had, and so your answer 
under the circumstances is quite acceptable. 

Dr. Friedman. But we will respond fully to any questions that 
you have. 

Mr. Cox. Just to lay the foundation then, so we’re all operating 
under the same set of assumptions for any questions that I might 
put beyond that, I take it that you have had an opportunity to re- 
view tire Generad Accounting Office report that is titled, “Scientific 
Research Continued Vigilance Critical to Protecting Human Sub- 
jects?” 

Dr. Friedman. Yes, sir. Yes, sir. 

Mr. Cox. And that you had a chance to lay your hands on and 
review it even before learning about the hearing today? 

Dr. Friedman. I had looked at it previously but, certainly, this 
hearing has focused my attention on it, yes, sir. 
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Mr. Cox. And did FDA cooperate with GAO in any fashion prior 
to their conclusion of their report? 

Dr. Friedman. I don’t know the answer to that question. I be- 
lieve that our general posture is to be very cooperative with GAO. 

Mr. Cox. It would be my assumption that FDA would 

Dr. Friedman. There may be something specific about this, but 
my understanding is in general we work collegially with them. 

Mr. Cox. So if I approach further questions from the standpoint 
of this report, with which FDA has been involved, I hope that — and 
I take it I’m using up all my time in the preamble to the question 
in any case, I notice the amber light has just turned on — let me get 
immediately to a question. 

Dr. Friedman. Please. 

Mr. Cox. To followup on what my colleague from California, Mr. 
Horn, was just talking to you about, obviously gaining the consent 
of an adult is one thing and dealing with a human subject that is 
below the age of majority is quite another. Furthermore, there’s an 
issue when parents give consent for children that doesn’t exist 
when a human being gives consent for himself or herself, because 
they’re separate people and, as much as parents care for children, 
it’s just a different issue. 

Specifically, for example, in one of the cases that’s resulted in a 
lot of negative press for the FDA, a young girl was given these ex- 
perimental doses; she was promised psychological help, and appar- 
ently that psychological help was not forthcoming, but, generally 
speaking, there was consideration for her participation in the test. 

What is FDA’s general practice when it comes to offering consid- 
eration for a child’s participation in the test? Can — to use a stark 
example — can somebody under a protocol approved by FDA — has 
this ever happened before--give money to the parents if their chil- 
dren are subjected to experimental drugs? 

Dr. Friedman. I don’t know the answer to that question. Again, 
I would have to try and supply that for the record later. I think 
that the local considerations are some of the most important, and 
that’s why I get back to the absolute central nature of the IRB; the 
integrity, as Representative Horn described; the non-biased ap- 
proach; the lack of conflicts of interest. In many ways, the local In- 
vestigational Review Board and the local researcher are critical on 
this issue. I don’t know the answer to whether money has ever 
been given as a consideration for participation in a local trial. 

I can — currently, I can tell you that when I was a medical stu- 
dent, I participated in such studies for such reimbursement 

Mr. Cox. As an adult. 

Dr. Friedman. As an adult, yes, sir. But not as 

Mr. Cox. Not to help somebody else when you were being paid 
so that they would take a drug. 

Dr. Friedman. Right. I can’t — no, sir, and I can’t say anything 
about children. 

Mr. Burton. If the gentleman would yield, let me say briefly. 
I’ve been informed that each time a child was injected the parent 

t ot $125. Is that correct? It’s been reported that they were paid 
125 each time there was an injection, which might have been an 
inducement for a parent to continue in that program. Do you have 
any knowledge of that? 
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Dr. Friedman. I don’t, sir. Again, I’ll have to look at the record 
and we can supply that answer later. 

Mr. Burton. OK. Let me just ask, if it’s all right, just one or two 
quick questions, and I’ll yield to Mr. Cummings in just a second 
here. The consent form that you’re talking about, after it was taken 
off the market for adults and the program continued for children, 
was the consent form changed or was a new consent form required 
of the children who were in the program? 

Dr. Friedman. I’m not sure I understand the distinction between 
changed and a new consent form required. New information was 
required to be added. That new information was added. 

Mr. Burton. And the parents were informed that there was 
heart damage or suspected heart damage in people who were 
adults who were taking it? And they continued to keep their child 
in it after they were informed of that? 

Dr. Friedman. My understanding, sir — and again I apologize; 
we’re spending a lot of time on something that I am absolutely ill- 
prepared to deal with. My understanding is that these children and 
these adults only received one or at most two doses. There was no 
continuing therapy. That’s my understanding. 

Mr. Burton. Well, if you could, for the record, if you could get 
that information to us, we’d certainly like to review it. 

Dr. Friedman. Certainly. And you may well have questions 

about the questions that 

Mr. Burton. OK. 

Dr. Friedman. Any questions that you have, we will supply the 
answers to. 

Mr. Burton. OK. Mr. Cummings. 

Mr. Cummings. Thank you very much, Mr. Chairman. 

Dr. Friedman, I want to thank you for being here today. I don’t 
think that you owe us any apologies. None. We didn’t even know 
on this side that the hearing subject matter had been changed until 
this morning. As a lawyer of 22 years, I can tell you that I don’t 
C 2 ire how prepared I was for a hearing, if somebody changed it in 
a short period of time, it would be impossible for me to address 
probably some simple issues, let alone complex issues. And so you 
don’t have to sit there and apologize. There’s no one in this room, 
no one, even up here, who could handle complicated issues on less 
than 24 hours notice that — and when they got the information from 
a reporter. And I think that is blatantly unfair to you. 

A lot of allegations are being made. You’re not in a position — and 
I understand you got a lot to deal with. You’ve got a big agency 
and common sense — and I don’t think the American people — I hope 
they watch this because they will understand; they wouldn’t want 
to be in the position that you’re in, and so I — ^you don’t have to 
apologize to us. 

Dr. Friedman. Thank you, sir. I appreciate that. 

Mr. Cummings. You really don’t. 

Let me ask you some questions that — and our staff prepared for 
the hearing that you came here for and they spent many, many 
hours, and I want to thank them and I know they must feel kind 
of bad because they spent so many hours preparing for the hearing 
that we were supposed to have. So I need to get back to some of 
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those things, because I’m interested in them. And I’ve spent quite 
a few hours preparing myself. 

This is our third full committee hearing on FDA issues. In the 
first two hearings, some serious charges involving patient access to 
unapproved therapies were made against the FDA. Given privacy 
concerns, I want to give you an opportunity to respond as fully as 
possible. Several witnesses testified to the safety and efficacy of Dr. 
Burzynski’s treatments. Are you familiar? 

Dr. Friedman. Yes, sir, I am. 

Mr. Cummings. Do you have any information about the toxicity 
or the effectiveness of any of Dr. Burzynski’s treatments? 

Dr. Friedman. Yes, sir. As you know and as was described to 
this committee previously, there are a large number of clinical 
trials currently being conducted by Dr. Burzynski. We fully support 
the conduct of those clinical trials, because we believe that’s the 
way we’ll get answers and that’s very important. Dr. Burzynski has 
recently supplied to us — and these are his data that I’m discuss- 
ing — information about 828 patients that have been treated with 
the intravenous form of his therapy; 404 patients were treated on 
protocols and 424 patients were treated as special exceptions, the 
compassionate patients that you’ve heard about in the past. 

The benefits that have been seen in these patients have been in 
some categories not observable. So that, for example, no patient 
with breast cancer that he reported to us benefited, responded, 0 
out of 74; 0 out of 88 lung cancer patients; 0 out of 29 prostate can- 
cer patients. There were other categories where patients did not re- 
spond. There were, however, some instances where patients did 
have a response, albeit at a low range. But we certainly want those 
clinical trials to continue. Under no observable areas did we see, 
overall, more than 8 percent of patients having even a temporary 
benefit. 

There were toxicities associated with this treatment. More than 
half the patients had a significant elevation in their serum sodium; 
that’s the amount of salt that’s in your blood. That’s kept in very 
fine balance usually. In more than half the patients, there was a 
greater than 10 percent increase in the serum sodium level. In 
some patients it was much higher. We believe that there were seri- 
ous side effects from those situations. 

All told, we have information that is developing for Dr. 
Burzynski. We want to encourage him to continue the clinical trials 
to assess this information because it appears that in some cat- 
egories no benefits are seen, in other categories it must yet be de- 
termined. 

Mr. Cummings. You mentioned prostate cancer. I think in one of 
those you said 0 out of 80 I think 

Dr. Friedman. 'Twenty-nine patients is what’s reported to us re- 
cently, yes, sir. 

Mr. Cummings. OK. It’s just — I just want you to understand that 
that is a major concern. 'That’s why, I mean. I’m concerned very 
much. In my district, African American men are dying — I’m not 
talking about just suffering with it — at alarming rates. And, of 
course, we’re very, very fortunate in my district in Baltimore to 
have Johns Hopkins there. And we have, of course. Dr. Walsh 

Dr. Friedman. That’s right. 
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Mr. Cummings [continuing]. Who is one of the greatest physi- 
cians in this area operating on folks and treating folks from all 
over the world, every day. But with — our African American men 
are dying, and so I just wanted to express my concern. I want to 
make sure that that issue is addressed. The President has made 
some statements about it saying that he thinks we need to do a lit- 
tle bit more about it, and I agree, and I just want to put that on 
the record. Thank you, Mr. Chairman. 

Dr. Friedman. Yes, sir. Yes, sir. 

Mr. Burton. Doctor, I think, since we have two other panels, we 
might hold you in abeyance, since you’ve agreed to stick around for 
a little while, so you could hear what the other people have to tes- 
tify. So we could ask questions after they’ve concluded. So we’ll ex- 
cuse you now and ask Dr. Judith Vukov, Joe Foster, and Barbara 
Foster to approach the table. 

[The information referred to follows, tab E may be found in sub- 
committee files:] 
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The Honorable Dan Burton 
Chainnan, Committee on Government 
Reform and Oversight 
House of Representatives 
Washington, D.C. 20515>6143 

Dear Mr. Chairman: 

This is in response to issues raised during the April 22, 1998 
hearing, "Clinical Trial Subjects: Adequate FDA Protections?" 
Several questions were raised with respect to clinical trials 
conducted by the New York State Psychiatric Institute using 
fenfluramine. In addition, you asked for information regarding 
control groups in clinical trials. Questions and answers are 
set forth below. 

1, When was the first time the Food and Drug Administration 
knew of the experiment by the New York State Psyohiatrie 
institute (mrSPZ)? 

He are assuming that the NYSPI experiment to which you are 
referring was the one published in the September 1997 Archives 
at General Payehietry f "Neuroendocrine Response to Fenfluramine 
Challenge in Boys: Associations with Aggressive Behavior and 
Adverse Rearing" ( Arch Ives study) . The Food and Drug 
Administration (FDA or the Agency) became aware of the Archives 
study when it was discussed at a March 4, 1998 meeting of the 
National Bioethics Advisory Commission. FDA's reading of the 
paper indicated that the study would have qualified for 
exemption from requirements under the investigational new drug 
(INO) regulations at the time it was conducted.' Information 


'The use of fenfluramine in this study appears to have met 
the requirements for exemption from IND regulations contained 
in 21 CFR Section 312.2(b), promulgated in 1987. In 1997, 
because fenfluramine was no longer being marketed, FDA's 
Division of Neuropharmacologic Drug Products (the Division) 
notified investigators, who to its knowledge were conducting 
clinical studies using fenfluramine, that FDA no longer 
recognized the exemption and that such studies needed to be in 
compliance with IND requirements (Tab A) . In response to this 
notice, the Division was informed of ongoing clinical studies 
using fenfluramine at NYSPI (Tab B) . With respect to the use 
of fenfluramine in children, only one protocol provided for the 
inclusion of pediatric subjects (ages 12-26) ; the sponsor 
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provided to the National Institutes of Health, Division of 
Human Subject Protection, Office for Protection from Research 
Risks (OPRR) , indicated that the use of fenfluramine in this 
Archives study was terminated in August 1995, more than 2 years 
prior to the voluntary withdrawal of fenfluramine from the 
market by the manufacturer, at FDA's request, because of its 
association with heart valve damage* 

2. What is the policy of FDA in reviewing the consent papers 
on pro j eats that oone to FDA for approval? 

For human drug studies performed under an IND, FDA's Center for 
Drug Evaluation and Research (CDER) generally does not receive 
the informed consent form. If a CDER review division receives 
the informed consent form with an IND application or in 
response to a request, the division obtains a review of the 
informed consent form by the CDER Division of Scientific 
Investigations in the Office of Compliance. For biologic 
studies performed under an IND, FDA's Center for Biologic 
Evaluation and Research routinely requests the informed consent 
form and reviews those forms which it receives. For medical 
device studies performed under an Investigational Device 
Exemption (IDE), FDA's Center for Devices and Radiological 
Health requires the submission of, and reviews, the informed 
consent form for all investigational studies. FDA also reviews 
Informed consent forms during audits of specific studies after 
a marketing approval application is received. 

2. How often does FDA review olinioal trials to see that they 
are conforming to the consent? How often does FDA rgview 
to see what if any change has ooourred in the protocol 
with regard to the pharmaeemtioals that are being tested? 

Review of a clinical trial to assess conformance to the consent 
occurs only when a study in support of a new drug application 
or a premarket approval application for a device is audited as 
part of a marketing approval review. Protocol changes which 
significantly affect the safety of subjects must be submitted 
before the changes are Implemented, but the sponsor is not 
required to await FDA review before proceeding. Annual reports 
of ongoing INDs/IDEs must be submitted, including a summary of 
all serious adverse experiences and safety reports submitted 
during the year. Significant modifications in phase 1 IND 
protocols not previously reported must be described in the 
annual report. 


indicated that this protocol is not proceeding pending review 
of echocardiogram findings from adult protocols. 



121 


Page 3 > The Honorable Dan Burton 


4« Has the FDA exaBlned the ZAB of the Vev Tork Btate 

Psyohlatrio. Zaatitute to eee If there are oonfliota of 
interest? What has FDA done in this case to look at the 
situation in terns of the nakeup of that ZRB? 

The last Inspection of the NYSPZ Institutional Review Board 
(IRB) was in March 1993. Ko significant problems were found. 

No conflicts of interest were identified at that inspection. 
Review of nenbership is a standani part of an IRB inspection 
and the Establishnent Inspection Report review (composition, 
conflict-of-interest). The IRB is due for reinspection in 
1998. 

S. Zs there written Agency policy regarding informed consent 
for children? where a parent consents for a child/ are 
there rules or practice regarding obtaining a child's 
"assent"? 

with regard to informed consent for children, FDA regulations 
pertaining to the protection of human subjects and informed 
consent apply. Smm, Title 21 Code of Federal Regulations (CFR) 
Part 50, Subparts A and B. The legally effective informed 
consent of the subject or the subject's legally authorized 
representative must be obtained before enrollment in a clinical 
trial. PDA's regulations define "legally authorized 
representative" as an individual or judicial or other body 
authorized under applicable law to consent on behalf of a 
prospective sxxbject to the subjects* participation in the 
research (dfifi, 21 CFR Section 50.3(1)). Thus, parents, legal 
guardians, and/or others may have the authority to give 
permission to enroll children in research, depending on 
applicable State and local law of the jurisdiction in which the 
research is conducted. 

IRBs review clinical Investigations regulated by PDA. The 
primary purpose of such review is to assure the protection and 
rights of human subjects. Regulations pertaining to IRBs are 
at 21 CFR 56.^ Many IRBs require investigators to obtain the 
psrmiaaion of one or both of the parents or guardian (as 
appropriate) and the asaant of children Who possess the 
intellectual and emotional maturity to comprehend the concepts 


^With respect to IRB membership, FDA regulations provide 
that if "an IRB regularly revi^irs research that involves a 
vulnerable category of subjects, such as children . . . 
consideration shall be given to the inclusion of one or more 
individuals who are knowledgeable about and experienced in 
working with those subjects" (AfiB# 21 CFR Section 56.107(a) ) . 
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involved.^ Soae iRBs require tvo docuaente, a fully detailed 
explanation for parents and older children to read and sign, 
and a shorter simpler one for younger children. 

In order for the IRB to approve research covered by FDA 
regulations, 21 CFR Section 56.111(a) states that It shall 
determine that certain requirements are satisfied including 
that: risks to subjects are minimised and are reasonable In 
relation to anticipated benefits; selection of subjects Is 
equitable; Informed consent Is sought and appropriately 
docxaented; the research plan provides for monitoring data to 
ensure safety of subjects; and there are provisions to protect 
the privacy of subjects. Furthermore, 21 CFR Section 56.111(b) 
provides that additional safeguards must be Included to protect 
subjects, such as children, who are likely to be vulnerable to 
coercion and undue influence. 

6. What are Agency regulations and/or policies with respect 
to payments to subjects participating in clinical trials? 
Are there specific regulations/policies pertaining to 
payments to parents of children participating in clinical 
trials? 

There are no specific Agency regulations with respect to 
payments to subjects participating in clinical trials or to 
payment to parents of children participating in clinical 
trials. The regulations, however, do require that an 
investigator seek consent under circumstances that minimise the 
possibility of coercion or undue Influence (aab, 21 CFR 
Section 50.20). FDA does have an "Information sheet" that 
provides some guidance on payments (Tab D) . FDA's Office of 
Health Affairs published a series of "information sheets" to 
help IRBs carry out their responsibilities for protection of 
research subjects (Tab E) . The Information sheet, "Payment to 
Research Subjects," notes that payment Is not considered a 
benefit but rather a recruitment Incentive. It states that the 
amount and schedule of payments should be presented to the IRB 
at the time of Initial review, ihe IRB should review the 
amount of payment and the proposed method and timing of 
disbursement to assure that neither are coercive or present 
undue Influence. 


^fiee also . FDA'S guideline, "Good Clinical Practice: 
Consolidated Guideline," which recommends obtaining the assent 
of children who are subjects in clinical trials (Section 
4.8.12) (TabC). 
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7. Was tbe ooBsent form for the MY8FZ study ohangsd to 
reflect the aew information on fenfluramine? 

The Archives study at issue was completed prior to the 
withdrawal of fenfluramine from the market because of its 
association with heart valve damage. 

a. Were the parents informed that there was heart damage 
or suspeoted heart damage in adults taking 
fenfluramine? Did they continue to keep their child 
in the study after they were informed of that? 

The Archives study was completed prior to the withdrawal of 
fenfluramine from the market because of its association with 
heart valve damage. 

f. Could you give us a breakdown on how you determine 
what control groups are appropriate for an ZHD? 

Typically, the sponsors of the investigational product propose 
protocol designs based on what they believe will generate 
statistically relevant, clinically useful information, and are 
in keeping with generally accepted ethical principles. The 
Agency is available for early consultation about trial design 
and related issues if the sponsors request it (2l CFR 
Section 312.41). The Agency reviews the IND proposal and 
decides whether it is appropriate for the study to proceed, 
taking into account the safety of the human subjects and the 
scientific quality of the clinical investigation and likelihood 
that it will yield data of the quality necessary to support 
marketing approval. The sponsor must commit to proceed under 
the oversight of an appropriate IRB. The study can then 
proceed at a particular site only if the IRB approves it. 

As you know, the approval of a new drug or a new indication 
must be based on adequate and well-controlled studies. 
Regulations at 21 CPR Section 314.124 describe the 
characteristics of adequate and well-controlled studies. The 
regulation notes that, in general, five kinds of control groups 
are recognized: placebo concurrent control, dose-comparison 
concurrent control, no treatment concurrent control (the 
control group gets no active drug but is not given a placebo 
either; the group is merely under observation), active 
treatment concurrent control, and historical control. 

Concurrent means that the treated and the control groups were 
studied at the same time and typically implies randomization to 
one of the two groups. "Placebo control” does not necessarily 
mean that the placebo group gets no therapy. More commonly, 
particularly in drug studies for serious illness needing 
treatment, placebo-controlled trials ore really "add-on" trials 
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In which subjects are already receivin 9 standard therapy and 
then are randoalzed to receive either the investigational 
therapy or placebo in addition to the continued standard 
therapy . 

Ho general preference is expressed in the various regulations 
cited above for any one type of study design, but the study 
design chosen must be adequate to the task. Thus, in 
discussing historical controls, the regulation notes that, 
because it is relatively difficult to be sure that historical 
control groups are comparable to the treated subjects with 
respect to variables that could affect outcome, use of 
historical control studies usually are reserved for special 
circumstances, such as cases tdiere the disease treated has high 
and predictable mortality (e.g., certain malignancies) and 
those in which the drug effect is self-evident (e.g., a general 
anesthetic) . 

Placebo control, no-treatment control (suitable where objective 
measurements are felt to make blinding unnecessary) , and 
dose-comparison control studies are study designs in which a 
difference is intended to be shown between the teat article and 
some control. The alternative study design generally proposed 
to these kinds of studies is an active treatment concurrent 
control in which a finding of no difference between the test 
article and the recognized effective agent (active-control) 
would be considered evidence of effectiveness of the new agent. 
There are circumstances in which this is a fully valid design. 
Active-controls are usually used in antibiotic trials, for 
example, because it is easy to tell the difference between 
antibiotics that have the expected effect on specific 
infections and those that do not. In many cases, however, the 
active-control design may be simply incapable of allowing any 
conclusion as to whether or not the test article is having an 
effect. 

In many situations, deciding whether an active-control design 
is likely to be a useful basis for providing data for marketing 
approval is a matter of judgment influenced by available 
evidence. If, for example, examination of prior studies of a 
proposed active-control reveals that the test article can very 
regularly be distinguished from placebo in a particular setting 
(subject population, dose, and other defined parameters), an 
active-control design may be reasonable if it reproduces the 
setting in which the active-control has been effective. 

It is often possible to design a successful placebo-controlled 
trial that does not cause investigator discomfort nor raise 
ethical issues. Treatment periods can be kept short; early 
escape mechanisms can be built into the study so that subjects 
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will not undergo prolonged placebo treatment if they are not 
doing well. In some cases, randomized placebo-controlled 
therapy withdrawal studies have been used to minimize exposure 
to placebo or unsuccessful therapy; in such studies apparent 
responders to a treatment in an open study are assigned 
randomly to continued treatment or to placebo. Subjects who 
fail (e.g., blood pressure rises, angina worsens) can be 
removed promptly, with such failure representing a study 
endpoint. 

IRBs may face difficult issues in deciding on the acceptability 
of placebo-controlled and active-control trials. 
Placebo-controlled trials in which the control group actually 
would receive no treatment obviously are not ethically 
acceptable where existing treatment is life-prolonging, 
regardless of any advantages in interpretation of results. A 
placebo-controlled study that exposes subjects to a docximented 
serious risk is not acceptable. It is critical, however, to 
review the evidence that harm would result from denial of 
active treatment. Alternative study designs, especially 
active-control studies, may not be informative. A study design 
that will not be informative is, likewise, not acceptable 
because such a study results in exposing subjects to risk 
without being able to collect useful information to make that 
risk worthwhile. 

* * * 

For your information, In April 1998, FDA became aware that OPRR 
was investigating the Archives study. 

In addition to the above-noted questions raised on April 22, 
following the hearing, your staff member, Ms. Laurie Taylor, 
asked whether FDA was looking into the issues raised in the 
testimony of Hr. and Mrs. Joe Foster. He asked CDER's Division 
of Scientific Investigations to review the testimony and it 
concluded that further investigation was warranted. He will 
report to you when its investigation is complete. Please note 
that the existence of this investigation is confidential and we 
ask, therefore, that the Committee not publish or otherwise 
make public this information. 

Information contained In footnote 1, Including the enclosures, 
contains confidential commercial information protected from 
disclosure to the public under the Freedom of Information Act 
(FOIA) (5 U.S.C. f552) and FDA's regulations implementing FOIA. 
He ask that the Committee not publish or otherwise make public 
this information. He would, of course, be glad to discuss with 
the Committee staff the confidentiality of any specific 
information. 
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Page 8 > The Honorable Dan Burton 


Further information with respect to fenfluramine will be 
provided in our response to your May 19, 1996 request for 
information and document request. In the meantime, if you have 
further questions, please do not hesitate to contact us. 


Sincerely, 


V" 




Diane £. Thompson 
Associate Commissioner 
for Legislative Affairs 


5 Enclosures 

cc: The Honorable Henry A. Waxman 
Ranking Minority Member 
Committee on Government Reform 
and Oversight 
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DIFAETnmr of health ^ human seivkxs 


FUMc HHl» Snva 


REGISTERED MAIL 
RETURN RECErPT REQUESTED 


lo£C 01 « 97 'y 


tni Dni9 iHarwnm«a> 
H 9 otvi*» MO smr 


IND 25.419 


NGV 20 897 


J Joha Mam. M.D. 

The New Yock Hoqnal^unKU Medical Cemer 

Tbe PiyJie Whtey Cline 

525 Evt 58ih Street 

New York. Hew York 10021 


Dear Or. Mum: 

?leaK zefer to your New Drag Applicatioa (INT» ■«**"»"-? pumam to 

505(1) of tbe FeienI Food. Drag, and Cokbcqc Act lor feeOutaoiae hjnlromlonde. 

We adoDMledge rteetje of yuur ai O Mtoe n t doted S^ temhe r U. 1997, providlsi for your anmal 
r^oet. 

There bei beat evUeoee tinksig ttn coaobined um of knOursnun aed j^eaanjae or 
dexftBOutssum aol ptsatescioe «iih nlvttlv heect dmeei*. Aaa letahof iteeew Irt bramDOB. 
tbe siaaifKiunn of Poadonin (fonfluzvmae l^rdrocbtoode) ad Redox (dexfonfiunane 
hydrxhlonde) have agteed to wizbdnw dme pradocft fiton the naricet aad FDA Ims 
rec amm eii J ed (hn pe a wn «ap okiof tbeee dnys. 

Tbe Divirkm tt tbeiefore requoni dmi all nudies iawolvisg die use of renflunmne or 
dexftnfluriniuie iochide pre^exponm; and poc- ex p oeur e ediocardioizaiDs. to tnv ce n gn i tbe 
poanbOlty of dtof-celnBd raholar changes. Theefbre. if yon nral to co ori me ong 
(kaHunniae. we raquiet tei yoo auhndt as iBieagBr. at n your IMD psondag for a chioge is 
yuur prottool to iptut poca e eebocndiognmi isto dm nfoty aomtoniig- 

We adtfOQoaUy rnqoai ttme you cliriD the foUowing iau is refard to your OH): 

« Oo«ae&y infonoorinn oo tbe ezpowre to target orgna tboc 18*FDG ad b 
laekang. Fleasc provide tStis iofoowfoo. 

We flote ttaei your aasual report **«^^<*— the uee of um vao u s ctoaupcasuse. iWi is 
as fomdiaboail X)o yoQ have a separme IND for amvcflooe efoaupeamise? If 
noc tbe Agency wtSreqvBEt ttiii foe supporong eheiBsvy lod nunlacarfog iaforaitioa 
MoeiafiBd wilb fob drag be sut&nOBd to yov IND. 


TA 6 A 
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IND23,«9 Pigel 

We ivquest ilnr you tbmutUy respond co theeNTve iteim wiihin twoimotttt from ibe date of thu 
kticr. 

U you lave isy qtteoKiiB coounimf itu CfD. picuo aassa Mi. Piul Dtvid, Proiea Mau^. 
« (301J 39*-5S30. 


Sncs:clpaJ«sr~7 ✓ 



PnJ Leber. M.J>. 
Siicaoi 


£i^oa of KeongbiinacplooceJ 
DtttgPtodiCB 
Office of Dni( EveluMjoii t 
Com tbr Onij EvehuiicD lad Seseucb 
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Columbia University 

Coutci or Physicians fit SuscsoNi 

OIIASTHIHT Of rlTCAIATlT 


■w noiNiaawsBi 

f»Xt Bill IQ ■IT 


Jaauuy 9, 199S 


Dinew, Diviiian of Nemaphianaoolaciai Drag Picduea 

OfBce of Drag ByiIubsib L Caaor ftr Drag Evsluatioa and Basearah 

Da^anmeat of Keatth A {fnaan Sarvteea 

Pood and Drag AdmiBianaoa 

R 0 GlcviUa,MD 30657 


BCSIND 92 M 19 


DearOr.Lebec: 


‘nanfcyoB&rjiMlcaeafMorvaBibarSO. larauldUleBtoiaivoadaftiBeM. 

1. VawiOp8rfbci&cdMaadiognaMlK&i«ai>d*flBrttefdiifliinniaecfaaaaB0siBautltacaiB 
givan 10 ow raaiwh iii1i)«rHi W« would ptopeaa (hat since dicae taaa Hot ham mo 
ftBiftiriinint! chanwga. eaa tetm and eoa aftar i raat nia Mt . Ibai we do die flat 
achoffrrlliyaaiTiribto an jwavhiMaihaa die flat teaflawaiiiiedliailfaiir and than tfaeacooBd 
eet>o ca tdio|tiin3«3i < w fci aftBrthe»aoaod fe a fl B raCT n>dwlhagB.MyowB09uacailattat 
tbaae watt wtU show no aotetag aflaca 00 heart valvaa. The of yiMv cbas|H in 

tj aii aBs beiog praomed feeflanmlne oa a loegmim baait ^pav to lovolwe atnaaniai 
chaaiai la the *alm iBd these tftas ace ueUJeaijf id appaar after a dagle chaHcay 
Bacaote powwlal edfcea «c oalUcdY to ag^ear tnsfl at Jean I eeopla od waaks have paaaed, 
we wiU do the a daKa efta gc aaia, whan poaaihic, Im w eea 2-3 weeks after the wwtid 
ftaflnaiaiae efaaOaase. 

X lataehaHatofyotocalubatapeeaiptoyingdieftnilBiwndnrrhftleniHettatoiraacimwn 

uadar the anapta of this BfD, ao that than ia 00 aniUviity ai » which iSidSaa lie inYoived. 
AU of tbeaa ptonaeola foOoar the thofluiaBios ehaOeaiO pmoeol pnciaely at deaatbed B 
tbia gap Ilia. WchaYeproYiooatypwvidBd you wMtMillw.iiirhirtiiigedierdaBilsefifaeaa 
prataeeU. wUi cor gnvioua OOPTPMiCJCMiB. 

3. YaorlailarwatidasHadieaayeldlontloaae'naNawYoifcHeapftal.aadladcthacyqu 

plaaaa aoie aqr new adAatt at tte New York SiOa Psyehiaenc taidtim. Ihad aealioaed the 
ebaage ia katioo la mf peevtoua eoaraapoodBaea ngwdug daa D4IX 


MW liaa iw >i->iMf«rnHt 


T4s6 6 
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4. YoateqiKiiaddotiiaeayia5imiitioBaaespaiuf»iDtit|Mai|mfram‘'FDa«id'*H^ 
«««. noMa DOS fte ws uM S sO of '*PDO 4Dit per (CM. Ttar doMt art lower 
tfaiA cheat iitad far inagiflt ttudias af aalaMkm or bleed flew. OetUMOy 

uiftmaiioa U ■ Mlowti SufetjactifBap tolbar '*FDObntandiei a^PBT. The wtiole 
body dew la 0.041 tadtAaQ wd critical eifaa deaa (btaridv) ia 0429 tadi/taCL 

If you require futher inAnoaciaa, plaaaa lac ae haeta. 

SwoMBly. 

?nfeator ef PiychUay 

Chief of Naueeckaca 





TlaatfayWeWi 
Dr. John Beiaer 
M2riiB.NYSPI SIB 
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UK d ProtMoii tbK «• TiniUiyfai 4b* Ffloflanaine ChiBrint IKt K Oar 

(Bd V the Aospica of ihb IND 

A umple of a ic«bed ns Praneol Md eaooeai Sam MO ittaebed fe IX 

Huai IRB-appraved eoemt fotoa will ho OHt for all ponoola wbea avail •bio. 

1) IRB »2692(NYSPT); DUB imi (C7MQ 
Nmrobiolotleai S iu i fai efAjiiUtpittma at Defmtim 
PI:J.JobBMoaB.MJ>. 

2) IRB « 3693 (KYSRk SB «1322 (CPMQ 
VeaneranimttttrSOtAthjfPST/wiagiit 
?I:J.JeimMBaa.MJX 

3) IRB •2C4(N¥SPQ; SB 01230 (CPMQ 
ftycMiol^lkalfrmBeuaqfSmdd^MMoriii/DB 
PI: i. loba Mmis. MD. 


4) SB • 3193 (NYSni:lRB« 1326 (CPMQ 

PMR IhHitaf 3My 4^4b* on Bkomo ao fOf ChoOaigo 
Pb: Ilola Mm, M£. m Oaoitt PtaAMD. 

3 ) SB 03121 (NYSPl) 

UobgiaUStuJIti^Adoiaeaat 
PI; LuRaco Gnoihm. MJ). 


NYSPl ' New York Sene Piychiasie taaSm 
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Friday 
May 9, 1997 


Part II 

Department of 
Health and Human 
Services 

Food and Diug AdmlnlatraUon 

IntamaUonal Confaranco on 
Hannonlaatton; Good Clinical PracUca; 
Conaolldatad Quidailna; NoUca of 
Availability 
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DEPARTMENT OF HEALTH AND 
. HUMAN SERVICES 

Food and Drag Atkninletratton 
(DeelM(No.MO-091tl 

IntarwMonel Cewlerew ce cn 
Harmenlaetten: Good Clinleal PreeSee: 
CeneoUdeted OuMeline; AvellaMIty 

AOMCV: Food and Drug Adminiitratioo, 
HHS. 

action: Notice. 

midiANT; The Food and Drue 
Admlniatration (FDA) la pubuahing a 
gui^Uoe endtlaid “Good CUnical 
Pieciloe; C o neoUda t ed Cuideline. '* IVe 
guideline wee piepored under the 
auepicee of the Conference 

on Hemonlaerton of Technlcel 
Requiremente far Regletradon of 
PhenDeceuticela lor Huaan Uee (ICH). 
Tlie gultUlne le *»**n<i^ to 
“Good Qinlcel Prectloe** and to provide 
a etenderd far 

f*>tkAtu9trtg^ leoordiag. and reporting 
triale that Invohra the pertldpatlon of 
human eubfeete. The ^deliM aleo 
deeoibeathe minimum Infannetioc that 
dkould be included in an Inyeetigator'i 
Brachufe (IB) and ptovi^ a auggeeted 
fomat. In addition, the guideline 
deeaibea the eaeenllal doounenta that 
indlvlduelly and collectively permit 
evaluation of the conduct of a 
atudy and tte quality of the data 
produced. 

OATn: SfiKtive May 9. 1997. Written 
oonunanta may be aubmltted at any 
time. 

AOontMCt: Submit written raouaete far 
alngla oopiea of '*Goad CUnicel Piactioa: 
fnnmHdated Guideline" to the Chug 
Infarmarian Brancfe (HFD>210), Center 
far Drug Evaluetion and Reaearch, Food 
and Oniy Adminfetraifoa. 5600 Pbhois 
Lane. Rockville. MD 20t97. 301'-637- 
4973. Send two eelfeddieeaad edberive 
IMwla to aaetat that oBoe in pmcwealng 
your lequeeta, Submit writtmi oommenti 
on the fuidMlne to the Docketa 
Maoagament Branch (HFA-309). Food 
and Chug Admlnietiatioa. 13420 
Pifklawn Dr., im. l<-23. RodeviUa, MD 
20957. Two copies of any omiinenta are 
to bo lubndtfad. ew^ mat indivtduals 
may suhnlt one copy. The "Good 
Dlnirel Practice: CooeoUdeted 
GuideUne" end leoelved are 

available far public ^ 

Dncketa Managemeot Branch (addieea 
above) between 9 ajo. and 4 pna.. 
Monday through Friday. 

FOP FUPiMm i P OHiiAriOP ooNTacT: 
Regarding the guideline; Bette L 
Barton. Canter for Drug Evaluatioo 
end Raeearch (HFD-344). Pood and 


Drug Adminiatration. 7500 Standiab 
PI.. Rockville. MD 2005S. 301-494-- 
1032. 

Regarding ]CH; janet ). Showalter, 
Office of Heahh Aflaira (HFY-20), 
Food and Drug AdmintstnUon, 

5600 Fithen Lane. Rockville. MD 
20857, 301-627-0864. 
tUFFUMENTAfty KFOWiMTicp; In lecent 
yean, many imponant Inltlativae have 
been undertaluo by regulatory 
authoritiaa and industry amo^ttona to 
promote international harmonUatlon of 
regulatory requiraaenia. FDA has 
pariidpated in many mriatingi 
to banxmhization nd la 

committed to ttiirlrn tdenttficelly 
baaed haimoniaed procadurae 

for phermaceutleal deveiopMU. One of 
the goale of hannoaliation la to Identify 
end then reduce diffennoae In 
lequinmenta far drug davelopmnri 
ecttong legulrtory egMkdee^ 

01 was orgaidxad to imvlde an 
opportunity far tripartile harmonimtlOA 
inJtiativee to be developed with Input 
from both raguietory and indualiy 
rapreeantativee. FDA also aoaka input 
fr^ foneumar refiieaoiilaMwaa ana 
otheiB. tOi is ceoce m od with 
bannonistloB of **»*i»*ft**^i 
requitemanta far fas registretion of 
pharmaceutical products among thiee 
reglona: The European Union. Japan, 
and tbs Uoicad States. The abc 
apooaore are the Etiropaan Cenmiarton. 
the European Fedaretian of 
Phaimeawitioal Industries Aaaociationa. 
the Japaneaa Ministry of Heahh and 
WaUaire. the Japanese Pbannaceutka] 
Meoufacturete Aeeodatian. the Centara 
far Drug Bvahaetlon and Raaeafch and 
Blologica Evaluation and Reaaerch. 

FDA. and the Pherxnecauticel R eeeeich 
end Manufactums of Amarice. The ICH 
SecreterieL which cnordtaetae fae 
prepamtioa of documeotatlett. te 
provided by fae Intenatianel 
Fede r ation of ftannaceutlc el 
Memifactmen AaeoclariOBe (IPPMA). 

The ICH Steming Commitloe IndiMiee 
repraaantetives from aadi of the ICH 
eponaore and the IFTMA. ae well aa 
g oe er ve ra from the World Hankh 
Organlxatlan, the r»n«xt«p Health 
Protectioo Branch, and the European 
Free Tiade Area. 

In the Federal te^Mm of August 17. 
1999 (60 FR 42946), FDA puhUAed e 
draft tripartite guidsllM entitled "Good 
Qinlcal Piactlca." la the Federal 
R erie t er of Atyat 9, 1994, FDA 
puolUhed draft trip^te 
eatided "GuideUne far the btvertigBtor's 
Brochure" (99 FR 40772} and 
"Guideline far Fiaenriai Documanta far 
the Conduct of a CUnlce) Study" (59 FR 
40774). The noticae gave ihtaraetad 


persons an opportunity to submit 
conunenls. 

After consideration of the comments 
received and revisions to the guidelines, 
the three guidelines were consolidated 
into one guideline on good clinical 
practice. The conaoUdated guideline 
wee submitted to the ICH Steering 
Committee and endorsed by fae faiee 
partidpeting regulatory agencies at fae 
ICH meeting held on April 30, 1996. 

The guidmine defines “Good Clinical 
Practice" and pravides ■ unified 
standard for designing, conducting, 
recording, end reporting trials fast 
involve fae paitidpetion of human 
subjacts. Compliance with Good 
CUnical Prectira providae public 
aasurence fast fas rights, weU*being. 
and confidentiality of trial subjects tie 
protected and fast trial data are 
otedlble. The guideline should be 
followed whan genentlng rftntr* I data 
that are iaimulaa to be aimmltted to 
tegulatosy Bifaortttee. The prindplee 
itila guideline ahoiud 
be applied to other invMtigeliana fast 
involve tbrnapeutlc IntervanUon In. or 
obsarvetion ol human eubjacte. 

The guideline aleo descrfaee the 
miniiKtiwi infosmetton that should be 
Included In an IB; such aa Infonnatlon 
oa the drug's physical, *‘*>*"**~V and 
pharmecautica) propartiee, end ila effect 
in t*»m*«*** e suggested format for the IB 
is also pravldsd. The guideline also 
desfribee the purpose of eetential 
documanta in a cUnleal study and 
explains wfaeahm tha documents should 
be filed in fae invaetigator’s fifee or the 
sponsor'a film. 

This guldellim lepre a enta fae agency’s 
cumnt thinking on good rUnice) 
practices. It does not create or coaifer 
any rights far <w on any person end does 
not opasate to Mod FDA or fae public. 
An ahemative approach may be used If 
iueh epp reed t estiaflee the 
isquirsmante of the appUmble statutee, 
reguletleaw. os both. 

Aa with all of FDA's guidsUnss. the 
public is mco u raged to aufamit written 
co BUPe nta srith new dele or oaher new 
infa sin a ti o n parttnaart to tide guideline. 
The coBunanla in the docket will be 
paslodirelly levlswed. end, udiere 
appTourlate. fae guideline wUl be 
■mended. The public will be notified of 
any ***^ mnenilaients through e notice 
in the Fedarel legtafer. 

In ta seeted pm so ne may. at any time, 
•ubmlt to fae DoAeta Menegsmant 
Breach faddisae above) written 
commenta on the guideline. Two copiee 
of any ooaBineDta ere to be aubmltten. 
mcept that indivlduels nay submit one 
copy. Cu m menti are to be identified 
with the docket number ftHiad in 
hreckete In the heeding of tide 
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document. A copy of the guideline and 
received conunente may seen in the 
office above between 9 a.m. and 4 
Monday through Friday. 

An electronic version of this guideline 
is available via Internet. Type http:// 
www.fda.gov/cder and go to the 
"Rmlatory Guidance” section. 

Toe text of the guideline follows: 

Good rJiniral Pfttkjr. CensoUdsted 
. CuidsUiie 
Tahto ef Cealanli 
Introduction 

1. Glouary 

2. The Priaciplei of ICH CCP 

3. losUtutioo^ Review Boerd/ladepeodeat 
Ethics Coamlttee (DtB/lEC) 

3.1 RMponslbllltka 

3.2 CoBipositton. FuBctteas. 

Opwetleaa 

3.3 PloesdufM 

3.4 Receeds 
4- laveengalor 

4.1 iBvestlfator’a QualiSeatlaas sad 
Afremeeats 

4.2 Adequate Baeoureee 

4.3 >4efliral Care of Trial Suhjecta 

4.4 Commuakatloo with DtB/lBC 

4.5 CompUaitoe with ftetoool 

4.S laveioptkMial Pioductfs) 

4.2 Raodomlatiea Piocedurae sad 
Uabliadlag 

4.a lafefBwd CooMBt of Trial Subfaets 

4.9 Racords and Reporie 

4.10 P wyu e s Reports 

4.11 Ssiwy Rspertiag 

4.12 Piamatufa Tarmlaatloe or Suspeosioa 
of t Trial 

4.13 Plaal Raportfsl by laveetigatar/ 
laetltutiao 

3. Speaeor 

3.1 Quality Assunnos sod Quality Coatrol 

3.2 Coeoaet Weesarch Otfsnlntkm (CRO) 

3.3 Medkal Expartisa 

3.4 Trial Darige 

3.3 Trial Msn^iwnsBt Date HeadUeg, 
Reoordluwpiag. a^ ladapsndaat 
Moolmriag Coouslnae 

3.9 lavaatifiiar SeUcilOB 

3.7 Allocadoa of Dutlae and Fuacttoae 

5.9 Cmpaaaatiee la Subtecti and 
lavaetigaian 

3.9 PlaaBciaf 

3.10 IQ Raaulatary 
AutfaoBliydae) 

3.11 Cmflnaatloa of Review by OUflEC 

3.12 lalematlea oo laveetlfMtoaal 
Produces) 

5.12 MaBuhcturtag, Packagtag, labalii^, 
and Ceding lavaadgatloBal Praductfs) 

5.14 Supplying nd Haodiiag 
hmeitlgstinnsl ftoducift) 

5.15 Record Aecaaa 
3.19 Safety Infonatiea 

3.17 Advim Drug RaectioB Raporti^ 

3.19 Moailoring 
S.1A.1 Purpoaa 

3.19.2 Salaetka aad QuallflcatloBe of 
Mooltors 

3.19.3 Extant and Nature ^ Moaitoriag 

3.19.4 Moalter's RaapoaeibUIttaa 
3.19.9 MoaitetlagPraeadufea 
3.19.6 Monltarlag Report 


5.19 Audit 

5.19.1 Purpoae 

5.19.2 Selecuos sed Quelificetioo of 
Auditors 

5. 19.3 Auditmg Piocaduies 

3.20 Noocompliaact 

3.21 Ptemstu/e TeriBiaaiioD or Suspeation 
of a Trial 

5.22 Gioical 'Irial/^iuiy Reports 

3.23 Multiceotsr Trials 

9. Gioical Trial Protocol and Protocol 
Amaodmaells] 

8.1 Cananl lalbrmatioe 

6.2 Back^ound Inforaalloa 

6.3 Trial Obfactivta aad Purpoaa 

9.4 Trial 

6.3 Salactioe aad Withdrawal of Subjacta 

6.9 TfuatMBt of Subfacts 

9.7 Aaaaaaaat of Efficacy 

9.9 AaBBMBMU of Sdecy 

9.9 Stadatici 

9.10 Oifuet Aooaas to Sourea Data/ 
OecuBMati 

9.11 Quality Coanol aad Quality 
AaaumoB 

9.t2Blhlci 

9.13 Datt Haadliag aad Raoordkaaping 

9.14 Pi a aaciag and 

9.15 Publication PoUey 

9.19 Supplaaoats 

7. Inveetigaior’s Brochure 

7.1 tatroduetkn 

7.2 GoMral CflBB^wmtloaft 

7.2.1 Title P^ 

7.2.2 ConfldntlaUty >tat«anl 

7.3 Coatnta the lavaetigitrT’a Brochure 

7.3.1 Table of Contamte 

7.3.2 SuBBwry 

7.3.3 latroduixien 

7.3.4 nysical. rhemlral nd 
Pharmarauti^ Piopaitiaa and Pcnaulatton 

7.3.3 Noodlalcal Smdiaa 

7.3.9 Bfiacta la Humans 

7.3.7 SuaiBsmy of Dale aad far 

the Invoadgeace 

7.4 Appeodlx 1 

7.3 Appendix 2 

9. Fseenfial DocuaMBti far tha Conduct of a 
ainical Trial 

9.1 bttoductiaa 

9.2 Befarr tte Olakal Phma of tha Trial 
Cornmaooae 

9.3 During the Qiaicnl Ceodum of the Trial 

9.4 Afiw CoapMoa or Tmmiaation of tha 
Trial 

latradncboa 

Good flinioal pnctice (CCP) in an 
iateraatlociml alhlcal tad scdontlflc 
quality standard loa daaignlng, 
conducting, rooordLag, and roportlag 
tri«U that involve tha participation of 
human eub^acla. CompUanca with thia 
standard pi^das pmhlic that 

the rights, sahrty. mi oroU-bolng of trial 
sul^aM aio protacisd, oornf riant with 
tha piindpm that hsva tbalr origin in 
tha OoclaratloB of Halalttki, and that tha 
clinical trial dtfa mo crodibla. 

The ob)^vo of this IQi G^ 
Guidellfw la to provlds a uniflad 
riandard for tha Guropnan Union (EU). 
fapan. and tbs Unitad Stataa to ladlltata 
the mutual aocoptaaca of data 


by the regulatory euthoritiee in these 
jurisdictions. 

The guideline was developed with 
considemtion of the cuirenl good 
clinical practices of the European 
Union, )span, snd the United Stataa. as 
well as those of Australia. Canada, the 
Nordic countries, and the World Health 
Orunization (WHO). 

This guidaline sb^d be followed 
when ganantina rJinirxl trial data that 
are iniwded to w submittad to 
ren^oiy authorities. 

The prusdplee eetsbUshed in thia 
guideline may also be applied to other 
r-iiHtrxi invoetigations that may have an 
impact on |ha aafety and woU'bolng of 
human subjacta. 

1. Cfeeaary 

1.1 Advmm Dntg Reertfsn (AM) 

In the t eea p piw a l cUakri sxpwfaece with 
a aaw medlriaal product or Its new oasges, 
pmriculmly se the Uwropoutk deaefs) nay 
am he setnMtahed, ell oenieue sad 
ualataodad leaeoasae to a i ptpduct 

related id aay dsae iheuld be ceaeidiied 
sdvtow 4but toecrinoi The phi ms 
“rmpenam to • ■‘^ *»•*"** product” anns 
that • cauml loleltoaehlp hatMoo e 
medirinsl product aad an edvmm evoot is at 
least s lumnaelili peesttlUty. Le-.lfae 
loietkmshlp Cannes be iiilsd euL 

Ratnrdlag ■‘**^**^ products; A 

leepoBm to e Aog that b MBriene and 
uaialnded end mri occvss at dome 
nsnneUy used in men te pnphykxb. 
rtlmnfob er Ihmopy of dbaaem or far 
Bcaiflcallea ef 

the K» CuldallM far OUd^ Safaty Deto 
kaeBsasawat: DaBnllians and <^— *^- ** far 
Bxpeoited Rapoting). 

1.2 Adwsrm Aonr (AEl 

An AS to nay uSowsrd medical 
oce u neoce in a pritool er c i i nfanl 
iavmdgslfaB Suefacl admintolarod a 
phiBimooticnl product aad that dem BO* 
Becasasrily have a eausul lutorkmship with 
this tree Ons Bt- An Al can tharafgro he any 
uafavonMe ead unlnirodad trign (Indudlng 
an eboe r mal tobwotery finding), symptom. « 
dtoame tampesolly emrolelsd wllh Urn um of 
e medirtnel (Invmilgalfeon)) pseduct 
wfaethm ar net loleled to the — dtoinel 
(Invsaiigrifoaai) preduci (see the 104 
CuldalJae far Oialcnl Sdriy Dm 
M aaegMani: DiffinHtooi Standards far 
Expsdiisd Rspsttag). 

1.3 Aiwsiiifpasif fto (he profacef/ 

Sm Pratocol AmmuhiMat 

1.4 AppheaMs ffagufafcvj^ ffagahonianlfs/ 

Any towfs) and regulattoals) aliliemlin the 

rnnthVi nf rllnifel iriels nf InTmilgaitniiel 
products of the juriadlctko wbaro a Mel to 
CBoductad. 

1.3 Appiova/ fin rafatfan to buUtutiemaJ 

JlsvtowJearris fW's/; 

^e effinnative dactofoB of the DtB thnt the 
dlakol trial bm been l ei ie wod end mey be 
ceaducted ri *t— Inriliuiloa rile wtthlB the 
gioeiratnto set fartb by the DtB. the 
InetliutieB. rood dtnkai pactlce (G9). and 
the eppIkMe rngulelery leq u faeawnts. 
1.0Aiiri« 

ef trial lehted ee ti vl ti m and decuneats to 
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dMimin* wtwtbar tb* •valuatsd trial-nktad 
•ctlvltiM wm eosductad, wd tlw dad wm 
ra co fdad. taalyaad. and accuntaly npeitad 
to protocol, fpoaaor'r rtandard 
oparatiBapcocoduiw (SOP'r). oood clmtcal 
practkaTc^, and tbt applicwla ngulaiory 
raquifoaiaaili)^ 

1.7 ^udltf Cvt/ySoal* 

A daclantioB of ccttfinoatioa by Iba 
auditor that as audit has takan piica. 

1.8 Audit Hapoit 

A writtaa avaluallM ^ tha aponaor't 
auditor of tba lotulla of tha audit 
1.8 Audit Tnil 

Docunwatatloo that allowt racooftiuctioo 
of tha couna of avaata. 

\.10 Blinding/ldafldni 

A precadun 1b which ooa or outa paitlaa 
to tha brtal ara kapt uaawara ei tha traatmoBt 
aaaffBiBaBtfak Slagla bllndfan uaually nfara 
to tha aub|a^a) brtBf uoawara. aad douMa 
hliillm uaually ratei to tha auh^aetfal. 
laaaatlpiacfa), tnooitof. and, 1b aona enaa, 
data aBuydfa) balog uaaann of tha 

oaaOaaBt aaaifBaaotfak 

1.11 Caaa f ii p^ Fiona fgg? 

A priBiad. opttcaL or akettoalc docoMBt 
daai^ad ta laaord all of tha pootaeol* 
raqulrad iBfarawtha to ha laportad to tha 
apoMor OB aaeh Crtal aufafacL 
1.13 Cfiaieo/ TMaf^ftudy 

Aay lavaod^doB la ht«w>aa lub^cti 
lataodad to d laci war or varliy tha 


odjm 


laaaatlpttlooal praducifa). to Idaotlfy 
any odvana faacttoaa to an laaaadfttfoaal 
preduelfa), aad/or to atudy ahaorptfoB, 
dlatributtoB. matahnllrm, aad aaotatlM of aa 
laiaantaHwitl ptoduofa) with tha obfact of 
aaraf talal B t Ita aafaty a^or aflkacy. Tha 
taima cllalcal trial tad cliakal atitdy an 


1.19 Oinko/ Triaf^ludy Aaport 
A writtaa doaeriptloo of a ttlal/ttudy of 
any cbarapautic. p^hylacdc or diagDoatic 
opal cooductad in hunoa rub^cta. la whkb 
tba dlolcal aad atatiallGal daaalptlon. 
pnaHddoaa. and aBolyaaa an nlly 
iatamtad into a aiagla raport (aaa dw ICH 
Gtiwllaa far Structura and Coatoot of 
OlBlcal Study Ka p or ta ). 

1.14 CaoiparaloriAoifadl 
An iBuaailptlnnat or wrtaiad product 
(I.O.. aetlvo coBtrel). or plaoabo. um aa a 
nfatooca la a dlaf^ trial 

1.19 CoBip/aaiica fin nfation lo Mdt} 
Arihanaga to all tba trlal>nUtad 
nquIraBWBtt. pood cIIbIob] pawtkw (QCPl 
nquIranaBta. aad tba appUcablB rapiilatory 


1.1B Can/ldanriafiiy 
hovBBtlOB of dtadoaun, to othar than 
auibarlaad iadhriduala. of a apOBaor'a 
proprlatey lafonBattoa or of a aubtact'a 
idaotliy. 

1.17 ContiBct 

A writiBB, datad, and ainad ayaautaut 
batwaaa two or ann lavund partlot that 
oata out aay amapaBaBti on dahpMtoa aad 
dlaBrlbuUoB of bWBB aad obU^Uooa aad. if 
approfniata. eo flaaadal laaWan. Tha 
proaom ooay arm aa tha baalo of a eaatracL 

1.18 Coerdinatinf GonaiiMaa 
Aconnilnaatatf aapoaaorBayt ^ 

to coerdlaata tha oonduct of a taulOeoatar 
ttial. 


1.19 Coofdituitinf Invtttitalor 

Aa iovaatipator aaaifBad tba roapoMibility 
for tha ooordlaatloB of lavaatlpaiora at 
dlflwaat caotan pariictpatiBt ia a 
multioaBtar trial. 

1.20 Conttecf AamorrA CbpaitJtetwo (OtOt 

A pa r ao n or aa orpaaiaatieB ( c orana ic lal. 

acadraic. or othar) c oa tractad by tba apoanr 
to parfam ona or man of a apeoaor'a trial- 
nlaiad duOaa aad fuacttoai. 
l.2\ Dinct Aeema 

ParmlaiioB to axaBtiaa. aaalyaa. nrlfy. aad 
nproduoa any racwda aad rapoita that an 
impertaot to avaluatioa ofa trial 
Aay party (a.p, doiDoatic aad fonlpB 
rof^tory authorittoa. apoBaon. noaltora. 
aad auditora) with dinct Bcoaaa aheuid taka 
all laaaoBabla pmeautloBt wlthia tte 
ooBatniota of ^ appllnhla npulatory 
mquinBaBifa) to B^taiB tha 
eoBSd aat ialHy of aufafocU' I d oBtltt n and 
•poaaor'a proprla ta ry laJunaatka. 

1.22 Dneuaiaatotion 

AD moorda, la any farm (iaehidlap. but aol 
‘ writtaa, akesoalc, nagaatk. aad 
d acaaa, x-i«ya, aad 
0 that daacrin or racord 



trial tha foetora aflactlBp a trial and tha 


1.22 Ctaantfo/ floeumnti 
Dacufaaata that iadlviduatly aad 
oollacllvaly parmit avaluafioa of tba coaduct 
ofaatudy aad tha quality d tha data 
praduoad (aaa 8. •‘faaaalial [focananta far 
tha Coaduet of a qiBkal Tilal*l 
1.24 Good aintcolfntlkofCCn 
A ataadard far tha daal^. Goaduct. 
partMBuuwa, Boaitorlap, audillab 
racordlBg, analyaaa, aad laponlBg of cllalcal 
trtab that prorldn aiiunuca that lha data 
aad n pori i w naulta an cradlbla and 
aoeurata. aad that tba riphta. totaplly. aad 
foolidaotlaHty of trial tubfacta an protactad. 
1.29 bidapandanr Data hkmitahag 
Caomutlm (tDMC) (Data and Sa^ 
Manitorinf Board. Uonitohof ComaiiOao. 
Data Monitoring Caaunittaal 
Aa lodapandoat data nooitorlag 
onmlttaa that auy ba aatabilahad by tha 
•pooaor to aaaaaa at latamla lha prcfiaaa of 
a diBical trial, tha aaJity data, aad dba 
ablal aIBcacy aodpoiata. aad to 
lamnunanri in lha yoaani whathai iii 
ooBtiBua. modify, or atop a trial 
1.28 hnportnf Witnaar 
A paraoa. who ia laJapaodaBt of tba trial, 
wbo ran not ba uafaiiiy iafluaBcad by poepla 
iBvolvad with Mil. who attaada lha 
iBfarmad ooaaoat pcooan If tha aubfad or tba 
‘ ' :i*a lapally accaptabla rapmaatativa 
4 iBBO, a^ who narfi tn tofarmad 


•uitability of tba invaatiptorfi], facilitiaa, 
and lha and matarial lo ba und io 

obtaiDiag and docuaiaBtiBg iofermad coBaani 
of tha trial aubfocta. 

Tbt lagal fltaiua, compoaitioo, fiiBctioB. 
opanliOBa. and ragulat^ raquiramaata 
partaiBiBg to ladapaadaol Etbiea Committaaa 
may dlChr among couatriaa, but abould allow 
t^ laiiapandaBt Ethica Coauaittaa to act ia 
apraamaat with GCP aa daacribad ia thia 
guidallaa. 

1.28 Infotwmd Conaant 

A procaat by which a aubiaci voluntarily 
CMinrma hit or bar willingaaaa to participala 
ia a particular trial, aftw having btan 
mfonaad of all aapacta of tha trial that an 
lalavaal to iIm aubjact'a dadaiea lo 
pariidpaiB. lafonaod oooaaal ia docuBtaalad 
by laaaaa of a writtaa, aipaad, and datad 
iafacmad ceaaaat farm. 

1.29 hiapaelfon 

lha act by a iMulatcry aalbarlty(laa) of 
cewducdag aa aAdal nt i aw of documanta, 
fadbdn. ncerda, and aay othar naourcai 
that an daamad by tha authorltyfin) to ba 
nlatid to tba clinkal trial and that may ba 
toeatad at tha alta of tha trial, at lha apoonr't 
aad/or ceatnct laatarch orgaalmdoo'a 
(CXO**) facUltfoa, or at othar aaahHihmanli 
daamad appioprlato by tha ragulatory 
autheriiyfinl 

1.20 Inflation (modkali 

Any public or pr l v at a aatily or apaacy or 
madlM or daaial fadllty whan cliakal trlalr 


1.21 fnattoittom/ Bavtaw Beard (BBf 

Aa iadapaadtBt body coBitltuiad of 

madkal, *1^4 aonadnllfic 

mambwa. when taapoaribilliy It k to anaun 
tba protaetka of tba ilphta, nfaty, and wall- 
balag of huBMUi aubfacta lavohrad lo a Brial 
by. othar thlapa. nvIawlBg, 
approwlB^ and provIdlBg ooBUnulag iwiaw 
of trlala. of pntocola aad anNadmaals. aad 
of lha BMth^ nd matarial to ha uaad la 
f*a«tBii«g and docunwDllBg lafamad coaaanl 
of tba trial aub|acta. 

1.22 Intariai Qlnieal Triel/Studjr Bapait 

A lapoft of latarmadlata laauUa ami ibair 
avahwtloa baaad on aaalyaaa parfarmad 
during lha couraa of a trial 
1.99 AtvaarifatJona/ Ptodaet 


BtbauhtKL 
1.27 Indrpaadaaf Bhfaa CaamriPaaflBC/ 

Aa to dapa ad aot body (a l avtow bond or a 
commlttoa. iaatitutkaal, raglfal, BBtkaal. 
or auptBBBttaaBi). oeaiiltutod of madkal/ 
actoatiBe prefaaakBBla aad Boamadkal/ 
BoaadBBtlflc mamhan. whaaa fa^BaalbUity 
it ia to aaaun tha pfimctioa of tha rlphia. 
•afatv, aad vnU-balag of human auhfacti 
lavalnd la a trial and to pnvlda pu^ 
aaaunaoa of Aat^ratactka. by. noap othar 
Alapa, nriawfag and ipprovlBp/pnvldlap 
fannbla oplatoo oo tha wlal pnlDce). tba 


la^adkat or placabo balag taalad or uaad u 
a rafaraac a la a dlakal trial. ladudlDg a 
product with a tofahatlag authuriiatka wbaa 
uaad or aaaamhiad (feraulatod or pniapad) 
la a way difltoaat from tba apprond farm, 
or wbaa uaad far aa uaappnwad iadkatlaa. 
or whao uaad to pala fuit^ lafermaiioo 
■haul aa apprewad uaa. 

1.94 faiatdpalnr 

A paraoa raapaaalUa far tba conduct of tha 
cllaiw trial at a trial alia. If a trial la 
coaduclad by a taam of tadlvlduala at a trial 
rila. lha laviatlgator la tha napoaribla laadar 
of tha taam aad aaay ba callad tha priaclpal 


1.99 

Aa aKpnmioB Btoaaiag "tba ianaUpator 
aad/or laatf aitka. whan raquind by tha 
appUcahIa rapulatory raquiramaata.” 

1.98 bmatigatar'a Broenata 


pnducifa) that la rolavaat to tha aiudy of tha 
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iDvndgatlootl productfs) ia bumu tubi«cti 
(•M 7. "iBvwtigator’i bochun"). 

1.37 legally AagptabI* F«pmanlativ9 
An individual or iuridical or other body 
eutborlxed under epplicsble lew to conetel. 
on bebelf of e pr oep ^ tlv nibiect. to the 
•ubfoct'e pert^petion in the clinical trial. 
l.MMonfteiiitf 

The act of o vr eealng the pragmi of a 
clinical trial, and of eaaurlng tlut it ii 
conducted, recorded, and repor te d in 
accordance with the protocol, atandard 
^aratint procedum (SOP'a). CCP. and the 
applicable regulatory requiniinenda). 
t.39 Moflitoriftf AepofT 
A written tepoct from the monltOT to tbe 
fponaer after each elte viatt and/or other trial- 
ralaind ceoununication according to the 
apoasor'i S^a. 

1.40 MkiMeenlv Trial 
A clinical trial conducted according to a 
aln^ pro tocol but at men than one alta. 
eng Ibarafcre. oarrlad out by man thro one 


1.43 Opinion (In tahUontalndapmdant 
Ethia CoamUltm) 

The p idynen t md/or the advtoe provided 
by an bdependent Cooudtba (IBC). 
1.43 Origiao/ Modical Aeeenf 
See Source Documenta. 


A document that deaaihee the objactlveta). 
deal^. OMthodolop. atadati^ 
conaidarattooa, rod^omaniiotlaa of a trial 
Tbe protocol uauallyaleofivaa the a 
background and rationale am the trial, mt 
thaaa eould bo provided in other protocol 
refannoad docuaeala. Thraug^ui the lOi 
CCP Guideline, the tam proeoool rofm to 
protocol and protocol emrodmaota. 

1.4$ Protocol Amandtmnt 
A wrlttan deaaiption of a changi(i) to or 
formal clarlBcation of a protocol 
1.4$ Quality Aoauninee (QAl 
All thoae planned and ayatematic ecdana 
that an aatabUahod to anaure that the trial il 
pe i faa m ed and the data are ae n erete d . 
docuanted (recorded), end reported la 
com^iaBca with GCP and the applicable 
legulaiory raqulteaenda). 

1.47 Qudtty Control (Qd 

The oporetiaaal tee^quee and acttvitica 
uDdaitakeo within the quality 
ayetem to verify that the requliemanti far 
quality of the triol-ieletad acdvltiao have 
been ftilfilled. 

1.48 AondomiMtion 

TheprocaaaofeeaignlBg trial aubjecUto 
treatment or control poupo ualng an element 
of chance to deteimine tro aaalgninwatB in 
order to reduce bioa. 

1.49 Aegufoaory Autftofftiae 

B od^ having the pow er to ragulete. In the 
lOI GCP gttldeltna. tM ea p i e e i to o 
“Regulattay Autberidee” the 

autb^liaa that review eubnittad clUcal 
data and tboee that conduct Inapactfoaa (eee 
1.29). Theae bodiae ere aometimea refaer^ to 
aa enmpamnt autborltioa. 

1.90 Sairteua Adwne SVem/SAfl or Sarfoua 
AdvonoDrugFoaetionlSttiouMADR) 

Any untoe^ madicd aocunonce that at 
roydoae: 


• Raaulta In death. 

• la llf^thieataoing, 

• Raquirea inpatiaal boapllalitation or 
proloogatioo of axlatLeg heapitaliaatioB. 

• Re^ta in peniatanl or lignlflcaDl 
dlaabiilty/ioeapacity. 

or 

• la a ceogenital anoraaly/blrth dafact. 

(Sae tha ICH Guidaline far Qinicn) Safety 

Data Mana g amant: DaftniUona rod Standaria 
for Cxpaditad ftaportiag.) 

1.S1 Source Dnio 

All informetloB in ori^nel tecotda and 
certified oopiea of original recorda of clinical 
Andinp, obaervabena, mother activltiea in 
e clinicel trial naceaaary for tbe 
roconatruetian and evaluation of tha trial. 
Soufoa data are coeliinad in aource 
documanla (ofiginaJ iicertb or certified 
oopiee). 

1.92 Source Doeumnfi 
Oilginel docuaroti, dele, end leoorda (e.g.. 
hoepital moorda, rod nffim cberta. 


dlartea or evahietfoa phamacy 

dlapenalng toontda, raeordad dam from 
aulomatad Inalrumanta, eopLaa nr 
truaeriptlona mrtiflad ate wifleetian aa 
balng accunm and oompleia, mlooficbaa. 
pboto^^lc uagntinea. micnflim or 
ra^netic media, x-reya. aubjact film, and 
rororda kept at tha pharmacy, at tha 
taboraiarlaa, and at madieO'eachnicnJ 
dapatfBnla Inv o lved In the trial). 

1.93 Sponoer 

An IndivUhial anpiay, Inatltuttoo. or 
organi^eo that mkaa reapoulbility te tha 
initiaiioa. man^amrol. ud/nr of a 

clinical tiUl 

1.94 ‘fjwiimir ftneet(f ili¥ 

Aa Individual who both inltlaiaa rod 
oonducu. alona or with otkora, a 
trial, and under «teee inunedieia diiectlan 
the laveedgatfoaal product la adminfotared 
to. diapanaad to, or uaed by e auldact Tito 
term doea not Inchida any p e i e uu Mbar than 
an Individual (e.g. U doee not include e 
corpomtion or an agency). The obUgetiona of 
a iponaor-lnvoatlgitor l^ude both tboee of 
a tpoDaor rod thoee of an ioveaUgetor. 

1.99 Standard Oponling Ptocodurao (SOP’t) 

Deteiled. written Inetiuctiona to achieve 
unlfciniilty of the perfarmaaoe of • apedCc 
ftinctioa. 

1.94 Tiifiinieafignfnf 

Any iodividt^ member of the dlnicaJ Mai 
team dealgDatad and auperviaad 1^ the 
inveatlgiur at a trial aita to pa r faam cxiticaJ 
trial-relatad pcocedwta wd/or to make 
inpormot Mil related dedaleoa (e.g. 
eaaocietea. reaidenta. rennrcb faliowa). See 
aleo Invaatigatcr. 

1.97 Sub^aet/Triaf Sab/oct 

An in^ldual who pnrticipetw la a 
clinical trial, eltbar aa a redpieai of tbe 
Inveatigettoaal producda) or m e emrirol 
1.9$ Sub/ect /dnibl^fcotieii Codo 

A uaiqua identifier aealgaed by tbe 
Inveatlgatar to each trial aubjact to protect tbe 
aubfact'a idaiitily end uaed in lieu ot the 
aubject'a name when tbe Invmtiplar reporta 
•dverw event! and/or otbar trial-rebled data. 
1.99 Trfo/ Sim 

Tbe locationla) where triei-releted 
ectlvltlea ere actuelly conducted. 

1.90 Unropectad Adrarm Dr%ig Aeoction 


An advene reaction, the nature or atventy 
of which la not conaiitaot with tha applicable 
product infrirmatun (o.g., Inveatigiler'a 
Brochure for an unappro v ed ioveatigilionai 
product or package ineart/aumraaiy of 
product charactariftica far an approved 
product). (See tha lOI Guldalioa lor Qinica) 
Safaty Etata Managamant: Dafinitiona and 
Siaodarda for ExjMitad Reporting.) 

1.01 Vuincrabif Sub)eem 
Individuela whose wiUingneaa to volunteer 
in e dinicnl trie! miy be unduly influenced 
by the expectstion. whetbw |uatlfled or not, 
of benefita aaaocieted with p^cipetion. ot 
of a leialiatory reaponae from aenior mamberv 
of a hierarchy In cnae of leftiaal to participate. 
Examplea are mentoen of a 90up with a 
hianichical atrucnue. auch aa niadkal. 
pharmacy, dental, and nuieing atudanta. 
•ufaerdioma hoepital and labar a t M y 


e of tbe a i ted farcm. and 
par«»a kept ia detention. Other vulne^le 
aubfacia indoda petienm with Incurabla 
dlaaaam. paneoa ia ameliig henna, 
uromple^ or tapovetiabad pmeooa, 
pntteam hi row a g i roy alhtatkma. aihaic 
minority poupa. hoMlaaa pnaom, nnmada. 
lefugaaa. mlnm and theae Incapable of 
gtvt^ceroenL 

1.82 WoU-halng(oftlto trial mt^aettl 

Hw phyelcalaBd mental inia^ty of tbe 
•ubjectt partidpatlag in a dlaical Mai 
2. Tho PtineipIto^ICHCCF 

2.1 ninicaJ Mala ihould be ceoductad In 
armitianm with the ethical pilndplee that 
have their originlh the Dadamlfan of 
Helaiaki, and that are eenalaMt with CCP 
and tha applknbla ingulatary mqulnmentfa). 

2.2 Befan a Mai la fateaaaebla 

riaka and t n c o nvrokenem abould ha weighed 
•roinal tbe entidnalad benefit ice the 
Individual Mai robfact and aoctoty. A Mai 
abould ha Initiated end oeolinued only if the 
roticipated banaAis fuadiy the riaka. 

2.3 The righla. aafaty. md well-beiag of the 
trial au hla cta are the moat Impartant 
conaldantionB end should jwmil over 
interesta of adence and aodaty. 

2.4 Tha availabla nonrlinical and dlnkal 


should be adaquata to support Iba peopceed 
dinicnl Mai 

3.9 Qlnknl irinb abould be adaotlftcnlly 
sound, rod deaoihed In a clear, detailed 


2.9 A Mai should be conducted in 
complfance with the protocol that bee 

flRBl/lndroendrot etbka ccanmlttse (ITC) 
epprovsl/favot^le eplnfan. 

2.7 The msdksl eve dven to. and medical 
dadaiaata made on behro el aubiecta should 
alwasra be tbe reeponstbllity of ■ qualified 
pb]ra4dro or. whm ep pw p ^ to. of • 
qudlfiad dentist 

2.9 Erob Individual Involved in conducting 
e Mel abould be qualified by education. 
Ininlag, rod experience to perform hia or bar 
tea pective taakfal 

2.9 Fteelv dven Infanned conaeet should 
be nbrelned from ewy aubjecl prior to 
dinted Mel 

2.10 All clinical Mel Infannstion should 
be re cor ded, handled, rod stored In ■ way 
thatnllewa Ita accurate reporting, 
iDtvpratntien. end wlAcnOen. 




137 


2MM F«d«i«l / Vol. 62 . Ng W / Frid«y. M»y ». 1 W 7 / NoUcm 


2.11 caaUdiatliHiy ofneocdflhat 
cBuld Idntliy MbjMto •luutd b* pretKMd. 
fMpatfkag th* pfivKjr ud eoafldntitliiy 
nilH la •ccotdaao with tba ippUcibl* 
ligiiliiniy raqiiliwmtfi) 

2.11 HiVwrlpttnnil amducis ■bould ba 
■•Biihctuiad, baDcIM. tad Mend ie 
KOQvdeBee with applioibk food 
manuhmifiaf pniilce (GMP). Thojr tbeuld 
be ueed la with tbe eppoved 


2.12 SyoiMU with praeoduiae that aMun 
the ^alitp of avaty aapaei ef the Mid abould 


1. imdftiHona/ Jiatdaw Aeord/Xndbpanrfam 
Bthia Cemmtnm (OIB/JEC) 


2.1.1 Aa ntB/nC ihouid nfapuard tha flfhta, 
niay, aad wall-balag of all trial iuh^icW 
Spadal aMMUtaa ibauld ha paid to trlala that 


aoaliflcatiaBfc aay 
M m/lBC maynqulr 


t tha ptcpeaad pwi t c ca l aad/or 
other deeumanda) adaquataly addiaaaaa 
lalavaat ethical ooacawa aad aiaaia 
applioaUa nplatory nqulnasaata far auch 
0^ (La., la anatfiiocy attuatloaa). 

3.1.1 Tba OtB/nc nviaw bath the 
i aad method a( paymaet to aublacta 
' bar paiBaBta paehl|Ba of 
I laduaaca oa fta Btlal 
aiihfaeta Paymaota la a aubfact ahould be 
pronaad aad aoi wholfa rnnilMoat oa 
ooaplatlea of tha Mai ^ the aubfact 
3. 1 .« nia/lBC aheuU Mwn that 
lafamattoa i^i^a^aymaoi to aubtacia. 


2.2.1 SpaciiyiBf that aa aubtact aheuM ha 
adaload to a Mai bofaaa tha OlB/lECiaouaa 
Ita wilttoB approval/faverabla of tha 

MaL 

2.2.7 Spadiyi^ that aa daviailooa bom, or 
chaafaa of. tha p re a ecal ahould be laitlaiad 
without prior wrinaa BB/nC appraval/ 
Cnotobfa oplalea of aa appropilato 
aBMdtoaot. oKCopt whoa aaoaaofy to 
hnmaillata hafirtli in tht 
cr wbaa tha chaafafa) lavolaaa oaly 

‘ " a aapocia of the trial 


achadub of payaat to Mol aubtacia, la aat 
farth la tha wiitiaa lafanaad coMaat fan 
aad aay other wilttaa lafanatba to ba 
prerldad to auh)aicta. TW way noyatoui will 
00 praniad ahoM bo podiin 
2.2 CoatpoaMaa Pbacdoaa. and Oporadtooa 

2.2.1 Tha BB/BC ahould aeaalM ola 


(a 4 ..dtoaaaofto 
a nh a rt otfCaaa 4.24). 

X24 Tpaiil^m that tbaJaaoMlpUr ahould 
pnandy aapoA to tl 
(a) DaalaiieBo boa 
paotoealtoal 


IVlal pi eto ooKal/toaaoAaaada). arriaaa 
rtfamfajaado 


ba pnridad to aubfaela. famadgalor'i 
Biochun (B). avaiiabb nfacy lafamattoa, 
in fan aa rt pB obeut aoju io nt a oad 

a omilobb to aobfaeli, tha 
r'a eumal eurrieuluai vttoa aad/or 


tho ttbl aubfam (too 24.7, 4.2.2, 4X4). 

(b) OioagM laaoMtat tbo fbk to aubbcti 


tbo Mai (am 4.102). 
(c)Al)« 



o BB/BC may foquho to hiBU ita 
myaolhlllrba 

iha BB/BC ahould nrbw a ptapooad 
diakal Mai withia a imaoeabb thm aad 
doouaam tea vkawi la writtaf. daariy 
Idautifylaf tha trial, tha docuBaata 
larbuod. aad tha dataa far tha fallowtof: 

• Appeoval/favonUa opiakn; 

• Idodlflcattoaa raqulnd prior to ita 
appaonl/faaorabb opta ba ; 

• ObappRml/MptIva opiaioa: aad 

- Tarmlaattoa/auapamtoa of aoy prior 
appeoval/favorobb opiaioa. 

2.1.3 Tbo BB/BC ahould cooaldar tha 

quail Oca rtmu of tbo lavoattfaiar far Ba 
propoaod Mol. aa doewMatad by 4 cuirant 
curriculum vtim aad/or by aay otbar nbvwt 
doouowitottaB (pp /py toquaata. 

3.1.4 Tha BB/BC ahould ooadudra 
ravlaw of aacb oofoiaf Mai at lotarvab 
appropriate to tha dagna of rtah to bumaa 
aub)am but at bjw t ooca p« year. 

3.1.2 Tbo BB/BC Bwy mquoM man 
iafaamattoa thia b ouUiood la ponpoph 
4.2.10 bo (Ivoo to aubfacta whoa, la Bo 
Mpaaot of Bo BB/BC. tho oddttleuol 
iafarmottoo would odd mooBia^ully to tbo 
mo m i tt cwi of tho lifhta. oafaty, aad/or wall- 
twlQf of tha auhbcia. 

3.14 Whoa a aontborapoutlc Mol b to ba 
curbd out with tha eoaomt of Bo aubfoefa 
bfoUy aceapiibb nproaoatattva (am 4.4.12, 
4.2.14). tho BB/BC ahould <***— that 
tho ptepeood protocol aad/or othor 
docummitt*) adaquotoly addraaooa nbvoot 
othlcd eooooraa aad moote oppUcabb 
miilmay nquinmoata far au^ Mob 
2.1.7 Whan tho protocol ladkoioa Bat prior 
ceaaoatt of Iho trial eubbel or Iha aubfact’a 
bfilly acooptobb rapraaaotatlva b not 
pooaibb (am 4.4.12), tho IRB/BC Bould 


acQooood WioL It b 

BSScahould lachi^ 

(o) At bam 

(b) At bom 

ana of iaioram b !•« aoucbBiiflic 

(c) At bam ODo mmhar who b 
lad^mdmtoft baiam ltutiiju/ublaito. 

Oiuy Bom BB/BC mamhon who am 
ladopoodoat of Ba IsmmlBinr aad tho 
apoBoar ci tho trial ohamM auto/paurlib 


3.2-2 Tbo BB/BC ahould pmfam to 
tup ctt oaa a rmriH a a to awitoM opamttat 
prooMuno, ihoukfmaiatola w riam nea 
ofitaocttTttbaoBdmiMu me ftomootti^ . 
oad ahould comply with (jC 7 oad with Bo 
opplktob nmUataiy nquifBBBoattaX 
2.43 Aa BBW abeub laoko to dodatou 
at onoouaood maariom at which m bml 0 
quoruBb oa attpulmod la to writtm eponttao 
procaduim. b pnaa aL 

2.2.4 Oaly maoBara who paitidpala la Iba 
KB/BC nvbw oad dianiaaion wtould veto/ 
piovIdaBtlraplakw aad/or advlaa. 

3.2.9 Tbo iavomifaiDr may ptevido 
iafanaottoa OB aay oopaci of Ba Mol, but 
ahmild aat poitldmto la Iho dolihorottoata of 
tho BB/BC or la tho iim/nninlim of tbo BB/ 
BC 

3.2.4 Aa BB/BC may taoto "«»■■■ ■ * ■■ ■ 

I la opoM mom far ooobtoaca. 


of Boh 

2.3.2 BaaaaiaB thm tho BB/BC pnmptly 
aetlfp b wililBf Bo iaaomifaiBB/laattiuttea 



a of maottam oad 
go) far 0 pmtod of m bam 2 
0 of Bo Mol aad Btoko 


tagBlmgry outhertiyflmi 
Tbo BD/BC owgr bo oahad by havoottfoten. 

oopbaof to wiliim prorodnrm oad 


4.1 bioeiijfalflr'a (^Bah/loattoM and 

AfnaoMOda 

4.1.1 Tbo i a aaa ilftiui b) ahould ho quallibd 

by odaembo. hJahn. md iMpmbaeo to 
maima laapnaalWIlty ta iba ptigm mniliai 
of Bo trial. mom all Bo qnalUbailofta 

apafilad ly tho apiillrahla ngJatofy 
nqahmomtfa). am BmaU ptoaido avbbaco 


Tbo BB/BC Berttd amablbh, dacumaai la 
writtai, oad fellow to preeoduim, which 
ahould tactudo: 

3.3.1 Oatonalalof Ita compeoittoa (aoBom 
aad quailBcmiaaa of tto moaibara) aad ito 
auBmn uadar which H b aatablbbod, 

3.1.2 yhodiilltif. aottfylBt to mombara d, 
aad ooaducttBf Iti moottapa 

2.3.3 rnuhictlBf iaitbJ aad coatlaulaB 
loi b u aftrtab. 

3.3.4 Oatormialag Ba feoquoacy of 
nwitlnulnf nviaw. m opproprialo. 

3.3.9 npvidiai. ofrordlng to the oapUcabb 
‘itod nviaw 


decamaatotlea roqumiad by tha aaaaaor. tbo 
BBVe, aad/or Im n^dmaqr •aBoaiiytbo). 

4,14 Tba lavoattpiar aheuld bo thoroughly 
famllto with Bo apmoetbto um of tbo 
iavaattgmkBol peodaclla), m doooBod la tba 
protoeal, la thooBiaoi tavoodgator'a 
Bro^iva, la d 

t peovidod by tho 


oiavornimlv 

oldoB^lywl 


ahould ho awan et 


oad oppeovai/favorahb oplBlea of mlaor 
choagalo) la oogoiag Mob thm havo tho 
appreval/favormb opialOB of tho BB/BC 


4.1.4 Tba l a varnl pi De/tamlt M thm should 
psnaM moBiloripg mid audUBg by tho 
apoaoar, oad torpoetka by Bo appropriata 
raaubiarv ouifaecitvfboL 

4.14 Tbo la am Upim aheuid molatila a Uat 
nf aiiianp ri o t o h aiia Hlbd paiaraio tn whom 
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tba iBVMdflUor bu dslagsnd aigalflcaat 
tri«I*i*IalM dutiM. 


4.2 

4.2.1 Tb* iB*Mtl|itor •hiMild b« to 
diiuBiims hmd on nttospsctiv* 
din) • potntiiT for i«cniitia| Ibt nquirod 

BUBdMr Ol BUlttbli Bub|iCt» wi thin thi iflMd 
nouliMBi pvtod. 

4.12 Hm iBTwdgitar ihettld haw ffuAclaot 
Oma to nraparly coaduct aad eompiata tito 
trial wluila tha agwad trial partod. 

4.12 Tha iavaatlMtor tbouM haw awilaUa 
aa adaquaia BumlMr of quali6ad naff aad 
adaqiiata fcdlitlas fw tM fBraaaao dtuMioe 
of tha trial to CDoduct tha trial praparijr aad 
nfcly. 

4.2.4 Tha lawaUfator abould anaura that all 
pawl antatfaf arith tha ferial aia adaquataly 
iafamad about tha aiotoooL tha 
lawrtgatleaBl pcoauci(a). aad tbatr ferial- 


by tha flIB/IBC Tha iDwaUpter/laatltutloD 
a^ tha apeeaer iheuld al^ tha paot eoo l. or 
aa altamatiw ooatnet, to coafina thair 

iawattfater ihould sot taiplaaiaei 
any daviadoo hm, ar rhanaaa of. tte 
protocol without a^aamaat^ tha fpouaor 
and prior l ar l aw aad doeuawalad aniewl/ 
hvorabla optaioa htn tha DCB/IBC of aa 


aliinlaata an IfatBodlata haaaid(a) to trial 
aubiaeta. or whan tha chaaiala) lavolwa only 
lofirilca) or atelalatradw aapocta of tte trial 
(a.^.. fhaina of Boaltarfa). chaaga of 
niaphaoa oumbwla}). 

4.9.2 Tha iawatJgaCor. or pnaoo daal^and 
by lawatlfator. afaoulo docuBMot aad 
axpLala any davlnloa from tha appaowd 


4.2 Idadfca/ Gawaf THaf Suf^Gfei 

4.11 A qualUod jdiyalclaa (ar dantln. whan 
appnprian). who la an Inwadpfear or a 
iiirdiiTirtlptnrltTr tha trial ahmihlhi 
laapeoalUa te all Bkiwland mtilhni (or 
rtantal} fhrlair— 

4.12 Dnlat aad following a aub|aBt‘a 
parttdpadon in a ferial, tha Inwati^an/ 


toambnafarany 

IcUateaily 


i.ladudlMCl 
Hgiillli ani lilawaintj launa lalaiioil in ilm 
ttloL Tha iawadfUef/inadtutfen ahould 


4.2.2 It la that tha Inwarigator 

loiam tha aub|aet‘a prlnaay phyaldan anui 
tha aubloa‘a partldpaban In tha trial U tha 
•ub)aet baa a primary phyaldan and If tha 

to tha primary phyiklan baing 


4.2.4 Although 4 aubfact la oot obUgad to glw 
hWhar roaoa^a) tar wlthdnwiag 
pwuatufoly bn i trial, tha Inwnlgaaor 
ahould maha a raaanaibla afiort m aacartaio 
tha fa aa anlal. whUa fully loapacdng dw 
tulgacfa rbthta. 

4.4 CaamunkmaoH with AE^gC 

4.4.1 Bafara laMaclng a trial, tha Inwatlgator/ 


app i owl/tawaabU oplakn hom tha XRB/IBC 
far tha orlai pwaoeal. writtm Infoimad 


adwcdanantt). aad any ottn writnn 
tataimatta to ba pwrioad ta aubfacn. 

4.4.2 Aa part of tha Inwrilgnar’a/ 
laatitutian'a writnn mUcattan to tha AB/ 
BC. tha lawadpm/lMtttuttaQ ahould 
provlda tha mfBC with a onwQi copy of 
tha Inwatl^tar'a Brochum. If lha 
Inwadgnn’a Brochura la updatad during tha 
trial, ma lawrtaatw/l " 
aupplyaeopyofthau, .. 

Brochura to tha RB/IBC. 

4.4.1 During tba trial too Inwnigaaar/ 
tsatttutlan ahould pravida to tha On/BC all 
docunuN luhfrat to in lovlaw. 

4.9 Conipliaara wttft Pmo e al 
4.11 Tba Inwat lg atoc/loatituUoo abould 
conduct tha nial in cnmpHanci with tha 
piunool agtaad to by tba aponaor and. If 
raquhod. 1^ tha lufalanry authnrHytiaa). and 
whkh waa glwn apptriwVfiwiaaMa apbaion 


4.9.4 Tha inwarigalnt may implimmt a 
dovlatlan Bom. or a chaaga h. tha poatD 


to alimlnan an isttadlan hanadfa) n ferial 
aubfaen arlthout prior m/BC qipraw)/ 
hiinabta optnioo- Aa aocoaa peaalhia. tba 
Implamran d davtotteo archtaga, lha 
toaaaoa far It and. If ippraprlan. tho 
p rup aaa d protocnl amanrhnmfa) ahould ba 
•ubmitlad: 

(a) To iho OB/BC far rovtow aad appaowl/ 
fawrtbta oplaion: 

(b) To tha qnoaor far a^oMaoS; and. If 


loquirnd, 

(clTotfa 


[c] To tha lapilatory autherltyOaa). 

4.t AiaonfgBtfanal ^ndadftf 
4.11 BaapenalbUHy far Inwailpttaoal 
prodocifa) aoeounnhUlty at tha trial ahafa) 
roan with tha lawnlgBterAaatiiuttaB. 

4.6.2 Whna allowad/raquliod. tin 
ln<wrigiiorflnatlhiaun may/ahould aaafan 
aoBM or alt of tha Inrarilptia'ii'iiwriliilliara 
dudaa far InvaaHptimal praducda) 
acoounnbUity at tba ferial ahafa) to an 


appuyrtan individual who la nodar fan 

iiiparvlainn of tha inaaiTlpiiariiimniiiiBi 

4.12 Tho hi wB ri ga turAn at Hiniu o aodfor a 


r apprapiian individual, 
bythainvaarig 


who la daalgoand by tha iovaarigafeDrf 
Inatitutlan, ahould "fiwimir. mada of tha 
pwduefa drilwny to tba Mai cin. faa 
inwoioiy ol tho ain. Ba oaa by oath aubfact 
tod tba fotura to tha tpeoaor or ahaanatlw 
dlaporitleai of unumd predudfa). Thraa 


botch/onlal numhoca, a np ira tfao dana (if 
appUcablt). and tha uni^ radesurafana 
•oal^ad to tba Invwtigfaieanl pnductfa) aad 
Mai iuhfa cn lavaarigtona ahould mala lain 
woorda that doniraant ariaqoanfy that tha 
•ubfocn wara prevldad tha doaaa ipodBadhy 
lha ntetoool and racoodla all Invaallgaricoal 
producda) raoaivod from tho aponaor. 

4.6.4 Tha Invarilgiboaal preducifa) ihould 
bo atofod as apodfUd by tho aponaco (aoa 

9.12.2 and 114.2) and in aeoardaneo with 
appUeabta wgulatory raquhamandal. 

4.6.9 Tha InvaMptor mould aura that tho 
Inwrilptlunal producda) ara aaad only in 
wnardmca with Ba approwd pratonol 
4.64 Tha tovaacigator. or a poraon doaignatod 
by tha Inwa ri p iru /t n a d tutfqn. abonM 
axpUIn Bs ooiwct uaa of Bo Inwadnatfanal 
panducga) to aach au^oct and ahouldBiB, 
at Intorvala mraprlato far Bo ferial. Bat aach 
au bta c t la laUwring Ba tamuetfana 
4.7 flondenifaBhon Aneadivnanarf 
Unbltndlng 


Tha invaatipiar ahould Brilew Ba Mal'a 
randomimtioo proeoduna. If any. and should 
anauto that tba coda la farakan o^ in 
occerdanco wlB tha pantecoL If tha Mai ia 
bUndod, tha invaatlptor ahould pnmptly 
documaal and axpl^ to tba aponaor any 
pnoMtuio uabUadlagiog., ocddannl 
unblladiog. unbllndl^ &a to a aarioua 
adwrw ovaot) of Ibt Invaatiptieiial 
paoduct(a). 

4.6 In/tarmod Conaanf of Trial Suh/acu 

4.6.1 In obtaining and documanti^ Infacmad 
ooaaant. tba Invaatlptar ahould comply with 
tho applkobla rn^oiy r«quiiamaat(a), and 
ahould adhara to Off and to tM athlcal 
prlndplaa that haw Bair ortglB In Ba 
Daclantkn of HalaInkL Prior to tha 
btginning of Batrlal. Bo Invaatipior ahould 
haw lha DtB/BDa wrliton apprnwl/ 


n to ba panvldad to aubfacn. 

nnaantfaaaaad 
a to ba pravidad 


awUahfa Bat nay ha ralavnt to Ba aubfact'a 
. Any nvliiad wiluan Infamad 



t^inraval/ 

a in advanea « uaa. Tho 
luhfactartMaufamfalaplIyaCTOpnbU 
fopraoanntiw abould bo to a tlmtly 

mannn if now Infarmatteai haoomm awUabla 
that may ba nlataot to Ba auhfact'a 
wllltogamo to eeuttouo partidpatkn to Ba 
ferlaL ^ta »* «*r * *n wit gf tku 


4.12 NaIBn Ba Invaatlptor, nor tha Mai 
■toff, ahould eoaraa or u^uly InAuaoea a 
aufafacr to pnttdpala or to coaUhjua to 
litofrirtp oia In a Wfal 
4.14 f4ano of Bo onl md wrimn 


Indudiog 
n, ahould 


Ba wilfion Infanaad conaont farm. i 
ooniato any laagnap Bar onnoa iM auhfact 
or tha auNact’a hpUy accoptablo 
lopaoammw to walw Or to oppwa to waiw 
any lagil ilghta, ar Bat lolaoaaa « vpwia 
to rafaaaa daa Invaatipter, Ba laadtottea. tha 
■ponaov, or thair apnia from llaUlity far 


4.16 Tha iBvmUptor. or a paiaon d 
by Ba Invwtlgaaar. abould fully Inli 
atfafact or. If M auhfact la unMIa to nrevlda 
Infaauiad cwiaont, tba aubfact'a lagal^ 
acoBpnUo lopaamnnslw, of all paatlMi 
aapocSi of Bo trial ladudlng Ba wilaan 
Infarmatkm giian apprnwl/hvorahla 
opinion by Ba Dta/DC. 

116 Tha H^upurad to Ba eral and 


tho writnn tolomad conaant farm, ahould fao 
aa Minrhairnl aa practicnl and ahould ba 
undartiauifabla to te tubfaci or Ba aubfact'a 
iapUy ac o ap to hla raninaauiatlaa and Bo 
Iniparttol wlinaaa. arano ippUcabia. 


proMdo tha aidifact or Bo aub^'a iaplly 
acoapiaUa lapwaaotadw npla dtoa and 
opportunity to inqalio about dotolla of tha 
Malandlodaddawbathnorootto 
partdpoto to Bn MoL All ouaAfano about 
Bo Mai ahould bo anawaaod to tha 
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MtiftMtaB of tbo fubiict or ifao nibtoct’s 
kgilly ■CBpuU* 

4.I.A Mar to • nibjoA’t putkipttioD to Uw 
trial, Um wrimn lotenod caaont form 
sbould bo atfBod aod ptnoailly dottd by the 
flub)act or by tbt nibtacl't iogslly occoplablo 
ropr ow otetlvo. ud fay tbo poTMO wbe 
coeduaod tbt inbmod cobjodI diaaiwtoo. 
4.1.9 If a tubitc t is uaoblt to rood or if ■ 
ItfoUy oocoptablt loprotooioiivt is uooblo to 
rood, oa bapoftlol witant tbeuM bo proitat 
durlof tto oatlfo iafainod eoosoat 
discuMiOB. After tbo writtoo tefamtod 
eouoat fsnn «od uy otbtr writtoo 
iofonBoOes to bo prwido d to swl^octt is rood 
aad oxpteiood to Uio ou^oct or tbo rubtoct's 
IspoUy ocaoptohlo lopiotHtoUvo. oad after 
tbo auNoet or tbo aubfoct’s tepUy occopabU 
lofloooaMtivt boo onlly ooaoiBiid to tbo 
su*|oGi'a ntlilpotkoi io tbo Oflol. tod. If 
ipohio of detet oe. bM al^ ood 
laoeaoBy Oo iotanod ooBont Inn 


tha TTlti— ahniiltl al|n aoil paipwollj iteio 
tbo ooMsai By a%Blat tbo ooMoat 



■oy otbar written lalonBolloB te bo pnoidod 
to aubtecta abould lacludo ospteaattoBO of 


(a) Tbot tbo trial tevolvi 
n») Iba puipeoo of tbo MaL 

(e) Tbo artel ttoatnoatf a| and tbo 
prababUlty far nndea aool^aoBt to oaeb 

(dIThatrlalp 

itirhadlin all iavaalto poocodiaoB. 

(0) Ibt oubfacl'a raapomlbillttoa. 

(0 Ibmo aapocti of tba trial ibai aro 

onarlaaDaBl. 

(|] tbo roaonoahly ta ooooa bl a riaka or 
tecoovantencoo te tbo aobloct and. wboa 
^gUofalo. to an onbryo. faiua, or ourolBg 

(b) Tbo r o ao ooab l y o iroo ct od boooflta. 

Wbs tbopo la no latoaM cUokol boaoflt to 
tbo auhfact. tbo tubfact abould bo aado awaro 
oftbla. 

(1) Tbo abomotitw procodivafa) or oouroofa) 
of troateoot that may ba tvaUaUo to tbo 
aubfaet and tbolt Important potential 
banafUa and riaka. 

(B Tbo oemponaarton aodfar anabnat 

ovaUabfa te tbo aiibfact Id tbo ooani of trtal- 

rolatad lojiiry. 

ft) Tbo oo t id pa tod p o orated pay— t If 
any, to tha aub)aci far p***^r**ltn la tbo 
CrU 

(1) Ibo aatldpated aapoosoa. If aay, m tbo 
aubjact far partfaripattef In tha MaL 
W That tbo aubloBt'o partldpattaa la tbo 

fofaao to poatlslpate or whbfaaw boa tbo 
trial al any tlaa. orttboot panahy a teas of 
banafito to wbteb tea aubfact la otbarwtea 
ontitlad 

(a) Tbot tbo oBanltotf a), tbo oudltecfa). tbo 
Otb/BC. and tbo ia|tttetafy antberbyf tea) 
will ba granted dlrM accaaa to tea aubfacf a 


origiool modicil r o cord a far voriflcatieo of 
clinical viai procodiuoa and/or data, without 
violauag tbo coaildoaiialily of tbo aubiocL te 
tha axtoBt pormiitod by tha applicablo laws 
and ragulatteoa aod tfaiu. by signing a writtan 
infams^ ooeoont farm, tbo at^bct or tbo 
aublocf a lagally accoptabla topiosootetlva is 
authortciog such arraoa 

(o) That Toeards tdontlfyina tbo aublaci will 
bo kopi ooofldootUl and, te ^ agrtont 
pormlrtad by tha applicablo lows aod/or 
rogulaUona. will oet bo mods publicly 
availabla. If tbo nouiti rrf tbo trial tro 
pubilabad, tha aubloct'a Idantiiy will mnaln 
coafldanlial. 

(p) That (ba aubfoet or tbo oublaci’t lagally 
acoqtteblo roproMatativo will bo lofannod in 
a timaly mannor If infaraattoa bacsBMa 
■valUbla that may bo lolovtai to tbo ntb|Kt'a 
willlogooaa to oantlnui portidptefan te tbo 
oteL 

(q) Tbo potoonfa) to oonteet far fartfaar 
tefarBotlaa taprdilag tte trial aad (ba r%bta 
of trial autemte. and nftom to oenteci te tbo 

of Md rilatod tebny. 

(r) Tbo fainaoaabte drcumatenoao andfcr 
undor which tbo aubjact’t 

pcrtldpatfan te tbo trial nwy bo-tmmlaalid. 

(a) Tm a ap a c ted durndao of tba aubfact'a 
parridpatteo In tba trial 

(t) Tm appndmote numhor of aiftjacte 
looohod te (ba trial* 

4.9.11 Mar to partldpatten te tha Mai tba 
aubfact to tba aubfact'a lagally aceaptebla 
rapoaauteUwa tb^lrt tnafoo a coay of tha 
ai^ad and dated writtasteJotman oonaani 
lam tad any otfaar written 
ptoridad to tha aubteeta, Durian a aubfact'a 
partldpatten la tba atel tha nifaaci to tbo 
aubteet'a lazily aocaptabla rapiaaanMrivo 
•hould foealva a copy ^Iba dpad and dteod 
aoBoant farm updteaa and a copy of any 
aaaBdmaata te tba written tefannalten 
orevidad to aubtecta. 

SurWban a tilnknl Mai (tbmpoirtte to 


of aucb aubtecta. and tba writtan approval/ 
hvomblo opiaioo cevata thia aapad. 

Such trials, ualtaa to axcaptieo is fuatiflod. 
sbould ba oooducted in patlanta having a 
diaaaat or cooditiea for which tba 
iovaatigatioaal product is iaiaodad. Subfocts 
in tbaaa Mala sbould bo particolarly c l oaoly 
Bonitoiod and should ba withdrawn if tbty 
appaar te ba unduly distnoaod. 

4.9.15 In aaDOigoacy alniationa. wbon prioo 
conaant of tbo aubfm la not poaaibla. tha 
conaant of tbo aubtect's lagalty accoptabla 
(opraontatlva. if proaiet abould ba 
loquaoted. Whoe prior coamai of tbo aubtect 
is not pOBsiblo. tM tbo subisci’s lagally 
accoptehla loenoantatlva ia not availabla. 
BQfotteaai of iho aubtect abould roquiro 
maaatooa daagibad te tba protocol aod/or 
alaowbaro, wttb decumoated a p p rov a l/ 
favombla ^tekm by tba RB/IEC. to protect 
tha righla. aafaty. a^ woU-baing of tba 
aubtect and to naum canpUatca with 
appJIcobte lagilainty laquIiwuia-Tba 
aubteca ortho aubfact'a kgaQy accaptebla 
(opaHontettvo abould bo teinmad about tba 
trial to anon ao eoodbte and oBMoni to 
coaitiBuo and otbor cootoBt oa appropriate 
(aao 4X10) abould ba raquaated. 

4.9 Aseardt and JIaperts 

4.9.1 Tbo InvotelgBlto abould maura tbo 
aceumcy. cemplotenom. lagfedlty. oste 
Bmobnom af tno data lopenwl to tbo at 
in tbo Otya and In all raqubod taporte. 

4.9.9 Dm lopo rt od on tbo OP. which an 
* * OB oeuioo docuiBsnia. sbauhl M 

t with tbo aoto c o documonta to tte 



y) and abould not ohoBum tbo 
otlgteol 0 ^ (la.. OB audb nail should bo 
nnitetetood): this oppUao te both written and 


tertvoaoBsi 


only ba ooroUad in tba Mol wttb Iba conaant 
of tba aufatete'a tegaUy aBoap^te 
r apoaaa iiwU vo (ox. minaas. m pattente oriib 
oamo dansantta}. tba aubtect ahonU ba 
tefaimad about fta trial to tha astent 


4X13 bcapt aa doaolbad te 4X14. a 
Bonthanpauttc Mai (in., a telal te which 
than la no anticipated dlract dinted hannflt 
to iha aubtect) abould bo conducted In 
tiibtente who parmnUy git* wtmmt md 
who ol^ and dote tbo written tefamod 
oonaantfarm. 

4.9.14 Wnritharanautlc Mnia tany ba 
I te aiutecte with o 


(a) Tbo obtecdoat of tha Md anal ba a. . 
by Boona d 1 Md to iute*Bti who CM glvt 

infocBad oonoMt oanaBdlv. 

(b) Tha fawanfitertStte tbo a ub tec ta an 
lew. 

(c) Tba nagatlva tapoci on tba aubtect’a 

wdtbolag la led lew. 

(d) Tha Md te not pinbWtei) by law. 

(a) Tba ^prov a Ufavn td te cpli^ of tba 

m/SC is oi^maly seiigfai an tba Irurhiaten 9X13). 


9 . 19 . 4 ( 9 ))> Spoaaors abould pmrida galdanco 
to Imsstlyiiaa and/to tba teisdteitois* 

oaBasoUngaoch 


tbatebongteto 
oewocite na to CKTa aada by sponaar’a 
daajgnatod npnaantatlvaa sn docuBootad. 

VO nocoBory. aod an oadtond by iba 

lavaatigalia. Tba invaatlgsfas abould ntate 


aiakd Trid (boo 9.) and b nqulnd by tbo 
amndaVTVo 


dsotrucafan af tbtoo d 

4.9.9 Bmottef decun 
Mill at teaoi 3 yarn alter faa laainpaevd 
of a avbaltog appJkatlM to an D1 nglOB 
and QBdl than on DO ponding or 
conteaalatad BBbaltogipfUiaClaBa to an 
EH ndan nr at bote 3 yava hsva dopoad 


dovolepmanl of tha Invaadgtetond psnduct 
Tbaaa daenMaif ahnuidba ntetoad far a 

r. If nqulnd^ tha 
InoBBiatobyaB 

apaosMu wnn tno aponaot. It te tba 
napondhUliyoftbaaponBrlotofamtha 
tea/ toaUtutleat B te wban thaaa 
te no kn^ and to ba nteliiod (aoa 
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4.M Tb« Baaad<l atpacti of the trie] theuid 
be documepted is en epoeiiMit beteree u the 
■pooeor eod the isvwt^eter/isetitiitieo. 
4.0.7Upea requeet of the aosltor. euditor. 
OtB/IBC or n^letory authority, the 
IsTeetiiater/lnftltutlra ebould SMke 
■vailable far dinct eoceea eli requettad trial- 


4.10 fVi>|nMt Aepert* 

4.10.1 wWe rotfuind by the appUcable 
regulatory lequlnaeDta, the isveatigator 
ebould eubaait writtas eunoMriaa ei the 
tilal'a atitiie to the iaetltutloa. The 
ioveatlfater/iaadnittoo rimtld nibmlt 
writteo euauneriae of the etatue of the trial 
to the DtB/IBC asaually. or more hequeaily, 
if re qu eeted by the DWIBC 
4.10J The iBvartlgMar ebould promptly 
provido wriOBB l e uau lo tfaa apeaaor. the 
wB/BC (aae 94.li, aad. where laqutrod by 
tbe applicable leguletoiy loquhemaate, tto 
Iselttuttoa OB aay chaagM alAlfleastly 
aflecting the cOBductoTtbe artaL aad/or 


epeoearaac^ far tfaaeo SATe thee the 
lelidaaU&HO 


detalied. writeeo feomte. T 
bUow-up leporfa eseuld lifanrlfly eub^cto by 
unique code oumben ee el ^ed «o the Olal 
eubhRie imber Aaa by tM aubfecii' samae, 
pereaoil Ideatiflearioo numbwe, aad/or 
addreaeae, The laveatlgMar ehmild aleo 
oamply with tbe applicabk regulatory 
lequifemaadal fowM to the reportiag of 
UDexpacted aairioue adeerea drug teecxloae Id 
tbe regulatory autborltyfUalasd the Ota/IEC 

4.11.2 Adverae eveott a^or labmatory 
ehnonaallllaa idaottSed la the proloaot aa 
critical to eafaty evaluatloBa ahould be 
reported to the apoaeor acoordiag to the 
raportiaf lequirananta and wlthio tbe time 
p^oda apedfled by tbe epoBaor ia the 


4.11.9 For reported dealha. the InveatlgBlor 
ahould ruppfy dw aponaor aad the [RBTEC 
with aay addltloBal requeated Udbrmetioo 
{94.. autopay r eport a aad tanaiaal aiedical 


4.19 fteoHhiie TermiAaCien or SuipriuMm of 
a Ttial 

If the Trial li tarmlnatai piw naliireli m 
auepeaded far any leam. the Iseeatlgator/ 
isatitutlDe abouM promptly isfarm tfar dial 
euhfacta. ahould aaaure appropriate therapy 
and fallow-up far tbs aubiscti. end. where 
required by the appUcable regulaiary 
lequifeoModa]. ebould lafaem the regulatory 
authorlMlae). (a •ddlHoa- 
4.12.1 If tte iaveadsetor tanaloetm or 
foepanda a trial arithout prior apeanaol of 
iba apouHT. the IsveaUgiter ■*»«■«*<* iafara 
tba laatlojtlan. where reqidred by the 
appUcable ragulatary raquliaaDeata. and tba 


iavaatigetac/lBsiltutlou ahould promptly 

' 'anwKai ' 


raouliaaDai 
aasottldp 

isfanatbaepoaearaadthalRB^.. 

s hould provide the epooeor aad tba IRB/tEC 
a detailM writtao ao^lanatloa of tbe 
tatmlaetkB orruepeorioB. 

4.119 tftbeepaaearearmiaafaeermapaBds 
e trial (aae S.21). tbe lavearigator 


promptly iafam tbe iaatitutioo. wbaro 
required by the appUcable ieg>iletnry 
lequbemente. end the iaveetigner/taetitutioa 
abeutd promptly iafarm the IftS/SC eod 
provide the fM^BC a detalied writiso 
eaplanettao of tbe tamuaetioo « auepaaslob. 
4.12.9 If the Dtt/IEC URBiSBiae ar Mepead* 
ita approvel/favoceUeopisieoafa trial (aao 
9.1.2 and 2.9.g|, tbe iaveetlgiler ebould 
iafarm te iaetltution, where requiiod by the 
applicable regulatory raoulraasaBta. aad the 
iavaAlmiar/lnetitutkm ebould promptly 
aoclfy tM apoMr aad provide iW aponaor 
with a detailed writtea aaqrlaaetieo ^tbe 
teialoetiaa or euaponaios. 

4.19 Aim/ Aeportfa / by fniaiidnini^ 


Upon compUrioo of the irieL tM 
lavoattgater should, whan loquliod by tbe 
applkmfa ragulaiory foquIieaBsnla. isioam 
the isadlHrinn, and tba isvoarigMor/ 
iaetfiurtoii ahould provide the aponaor with 

eU loquUod rapetta. Ifao SB/K with a 
aummmy of tha ttfy ‘a onteoma. and tha 
regulamay mnhoeltydml erith any ropcatfa) 


9.1 QuofttyAoniraneosiidQuaUfaCanbo/ 

9.1.1 Ifae anonaor ia lospenalbfa far 
implmaanttBa aad malatMiaiag qpaUiy 

saw quality cenBof ayeiame with 
BQPa to anauro that an 
md. 

apoatad is 
DCP.andihe 

applkehla rigulalury toquiMantfal. 

1 1 T The apfMsnr la taapawftih far ■ 
agtoa uMst ham all Isronod partaa to asauio 
diroct acoam (aaa 141) to all trial-rolaM 


9.4 Tfio/ Daatgii 

9.4.1 TM qwaaor should utiUm qualifiad 
iodivtduala (e.g. fakwtotisticiaBS. clinical 
pbaimaoologlata. aad pbyaiclenal u 
apptopriate. througboui all atagas of the tnel 
piocaea. bom dasignlsg the protocol and 
OtFa end plassiBg tM enalyaee to aselyxiag 
and pteperlag iatarim asd fine] clisico] trial/ 
etudy leporta. 

9.4.2 For fuitber fuidesce: ClUuoal Trial 
Protocol and Piolml Amendmantle) (sea 6.). 
iM EH Guideline far Structuie and Cinteai 
efCUnlcal Study Reporte. and otbar 
appropriate Di guidance oa trial design. 
piolocDl, and coMuct 

5.5 Trial Minug e m e n t. fiola Mand/ing. 
Haeofrikaapini, and btdapaitdanl Data 


9.9.1 Hie ipenear ahould utiliae 
appaopeiaialy quaUfiad indhrlduala to 
Bupar^ tM oveioll conduct of t^ dial, to 
handla the data, to emtff the data, to eooduci 
the atotfalkal anatyam, and to ptoparo tba 

lriai i e |mia. amriMraatabUehlna 

18 ladipandmt dna mon h aalag omamittoe 
QDMOtoaammtMpwyaaaotadinical 
Oriel. *«>**~**^t the aafaty data and tM aiticil 
afBacy andpctnia at Inlarvala, and to 
lananmawl tn the niieiatw lahaUMf tn 
contlniM, medUy. or stop a oriel. The (OMC 
ahould haro erritlaa opaaaliBg ptocodum 
aad wiiWn raeeada of aU its 


BwMlaA 

9.9.9 Whan u 


I uriag alacrioeric trial data 
haadliwga^or rnmoto alacaonlc trial data 
fstoma. the epoaner ahould: 

(a) Bnaufo a^ document that the 
ipiocoBOlBgsyBiianfB) 


iM purpem of moalteriag and audlth^ by 
the apMuor, atul isapacUctt by domaabc and 
farel^ ngulatocy aulheritiaa. 

9.1.9 Qualily coMrol should bo appliod lo 
each aoiga of dam Mndliog to anaufo thnt all 
data art roUahli aad hove 
ootyocUy. 

9.1.4 

iM Invorrigator/lnatitutiaB asd/w with any 
other paitias iovolvod with the rlinlcal trial, 
should be in wrttlag. aa part of iM pBoiocol 
or is a aaporote a go anwo t. 

9.9 Comract Bmiarr/i Organfaolfarr fOW!/ 
&.9.1 A aponaor may iinaofar any or aU of iha 
aponaer’a trial reiatad duttaa and hiacilona to 
a CXO. but the uMmati rmponalUllty far the 


a far confarm e to the apoaaor’a eeiaMlihed 


rollihiliiy. and coMiatoot tmendad 
perfeamanco (L ^» ya lldarion). 
lb) hlainiain SOP’S far uriag lhaao ayetoma. 

(c)“ * 


rrnraaaail paaitot dria changM In euch a enro that tbe 
date changm aro don i iiwu tod and that Iharo 
0) DO driarion of snlaaod data (I.*., meintain 
m audit ueil. data trail, adit trail). 

(d) Maiatata a mcurlty ayetmn that 
pnvoDia HBOutborimd accaoa to tba data. 

(a) Meloialn a Hal of the iadlvlduala who 


reeldm with tbo apooior. The CRD el 
ia^lemaot quality aaeiireace and quaUty 


4.14wd4.t4). 

(0 Malntala adaquato backup of tbo data. 
(^ Sa%uard the Ulndlag. If any [ 04 . 

lata tata d||||Bg dotl mMiy ■»««* 


9.2.2 Any uial-triatod duty cad fuDcikm that 
ia treaafaiiod to and eeeemed by a CRO 
ahould M apadflod in wrttiag. 

9.2.9 Aay trinl^atad duriaa and fuacriona 
oat apacM caUy trenifarrad to md aaritna i1 
by a CKO en retiiaad by dw aponaor. 

9.9.4 All fufannom toaiBonsor la ihle 
guideUaa alao apply to o OIO to the aatoBt 
that a CRO boi mnimed the trial-refaiad 
duttaa end feacricas of e 1 


9.9.4 If data are ttanritarmad durlog 
paoceaeiaa. h ahould always be poaalble to 
ceaajnre the oaigiDBl data aad pbaarvattoni 
with the peooHiod dato 
9.9.9 TM a p enaat ahould use an 
unamblguauB sub)BCt IdanttBcatten code (aaa 
1 . 99 ) that allows IdaaUflcattoa of aU ihu data 


Tba 1***^ should dadinala 
appropriately qualified aeS^ paraonnol 
who will M fiodUy eveilablo to advlm on 
trial-reUtid modlcri quaattena or probfama. If 
aooaman'- oufaldo eonauhaatfa) may be 
appeinlad farthla purpooo. 


9.9.9 TM aponaor, or otbar owBors of tM 
data, ahould raialB «U of tba fponsor-epodfic 
■aaantial decuiBonta iq tM trial. 

(Saa 9. ’’Imaotta) Ifan i irwntt far the Conduct 
of a QlaJcal Trial ”) 

9.9.7 TM ape a wer ahould rstatu all sponagr- 
apadfle oamntta) documonta In oonfarmanoi 
with iM appUoahla regulatcry ramitoamanUa) 
of tM counpyltaa) whan tM preouct ia 
approved, and/or wham ttto aponaor Inlaads 
to apply far approvaUa). 
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S.S.t If tb» ■pouor dlKOBtiauw th* clioical 
devcIepaMDl of u invMtlgiHeDal product 
(i.*.. far toy or *11 Indicitlaaa, louiM of 
admiBlttntton. or dongt facois), tbo •pontor 
•bould «■"«■«■ all •peaMr>tpociftc 
■nonrial docuBMota nr at laait 2 yaara aftar 
famal dlaoBBtlouatloB or Id 
with tba applicabla raguiatocy 
taquiroiMotfs). 

S.5.0 If tha apooaor diacoDtiDuaa tha cllolcal 
davalopOMDt of aa iDvaatlgatkwaJ product, 
tba aponaor abould ootiiy all tha trial 
uivaBtlfBton/lnatliutloaa aad all tha 
approprlala ragulatoiy autborltlaa. 

5.5.10 Any tnnafar of oanwahlp of tba data 
•bould ba rop er tod to tba approprlata 
aulborltydoa). aa raqulrad ^ tha appllcaUa 
ruBulatary laquiraaaoda). 

5.5.11 Tba aMaaer-apadfk aamtlal 

decuBMota aDould bo lolalood until at laaat 
2 yaara aflar tha loat apptoail of a Bnfcallag 
^plfcatfan In an K31 ii(loo and until Ihm 
ati iwi pawling nr rm tamp! atari inartatlfn 
applkatkDa tn an m lagloo or at taaal 2 
yaaaa haaa alapaad aloca tto farmal 
diaoanilBnattoa of davalo^BMt of 

tha InaaatlfitltMial ModneL Tbaaa dooimanta 
•hauM ha latalaad far a longv paalod, 
hoaraaar. If taquirad by tha a p p l i cab la 
lagulatory laquliaBaiitfa) or tt^aaadad by ^ 

5.5.12 Tin nooaor abould lafaim tha 
iDvaadfBlatiiil/tBatllutlaoCa) la wridag tha 
aaad far racard latantlOa a^ abould ootlff 
tha liiiaallptiwtt)i'liiilliiiiliiii(il la arrltiag 
whan tha trlal^nliMad lacoRla an no loagar 
aaadad (aao 4.t.S). 

S.6 hiiaW(giUi¥ Salarttoa 

5.0. 1 Tba w foo MK la fnapooalUa far aalaetlag 

tha lorart|gnat(al/lnatltutfao(a). tmA 
lavoatlgMar aheuld ba by tnlalag 

aad cxpartawa aad abould hava adag uat a 
naouroaa (aaa 4.1. 44) to proparly oooduct 
tha trial fair whkh tha tnaaadgptor la 
nlactad. If a ooardlaating aoBnaittoa and/or 

innatlgiti^i) an to ba udllaad 
10 mulilaBBtar Mala, thalr argaalaatloa and/ 
or a al action an tha ipam'a raaponaibUity. 
S.6.2 Bafan aatariof aa ay oMiant with aa 
iova at l g ann/lBatlnittoo to conduct a trial, tba 
^Kwaor abould provida tba iovaatigatatftV 
loatltutloBfa) arlth tba protocol aad an up-io- 
data Invaateator'a Bruchuia, aod abould 
provida auficiaat ttiaa far tba iavaatlgatar/ 
inatltutlBB to nvlaw tba pnaocol and tha 
lafamctoa providad. 

9.0. 3 Tba apo oa or tbould obtain tha 
iBvaatigatar*a/lBadtutloo’« agra ar nant: 

(a) To coodiKt tba trial la oatapllanca arlth 
CO, with tha appUcabla ngulat^ 
raquiratoaatla], «id with tba protom a^aad 
to by tha apcaaor and glvan appro val/ 
favonbla ^tnlM by tba IU/1K 

(b) To comply with procaduraa far data 
no^iag/iaportlng: OM 

(c) To par^t moaitorlng, auditing, aad 
inapactiaa (aaa 4.1.4). 

(d) To ntala tba aaaantlal docunwnta that 
abould ba la tba iBvaatigator/lnadtutloa ftlaa 
(aaa b.) until tba • pooaor lafamia tba 
iavaatigaior/laatltutioe tbaaa doamiaaii an 
DO loagar aaadad (ma 4.9.4, 4.9.9. and 
$.9.12). 

Tba aponaor and tha iavaatlgatar/ 
ioatltutte abould alga tba protocol, or an 
altacnotlva documaat. to confirm tbla 
a g raa rn ant 


9.7 AUocetion efDutm and functkMu 
Prior to lolttatiag a trial, tha •poaaor 
•bould dafim. aatmiih. aod allocata all Irial- 
nlaiod ^tlaa aad fuactioai. 

9.1 CompttuetJcn to Subfoeto and 
Inpottimton 

9.9.1 If raqulrad by tba appUcabla lagulatory 
taquirartModa), tha •poaaor abould provida 
iantranot or abould iadamnify (lagal and 
financial eovangt) th* iavaatigater/tha 
inadtutloo analnal iiiaing bom tha 
trial, aneaptlor that ariaa bom 
malpraetlea aad/or aagligmea. 

S.t.2 Tha •pooaar’a polidaa and procadum 
•bould addroH tha coati of tn a tnraal of trial 
•ubiact* to tba avaet of trial-nlaiad ia|urla« 
la aceordaaoa vrtth tha appUcabla ragulatory 


9.9.2 Wbaa trial aubfacti racalva 
oompanaatioB. tha matbod and mannar of 
eompanaatioa •beald cooaply with 
appUciUa lapifatory lagubrnMaufaV 
S.9F(mMbtg 

Tha flnandal aapacM oftba trial abould bo 
deenmmtod la an a^aarnam hatwamlbo 
aponaor and tba lavatoigtoer/lnafituttan. 

SAQ NeUfkaben/SubaUmicn to ffagufatary 

AuthorfryffaBj 

Bafan ^ MaUa), tba 

monaer (or tba aponaor aad tba iavaallfater. 
If raqulrad ^ faa appUcabla ngalattiy 
raqulnmantU)). aboi^ aubmit mj raqulrad 


auAorltyllm) 

p ar mi mi on (aa n qnlr ad by tha appUcAla 
ragulatory raquiiamondiU to bagin iba 
tiialfa). Any ab 

ba datod aid eonlala aufictoat Infannatkia 
to Idaatlfy tba pfotoeol, 

9.11 Can/irmafitori Aavtow by niAEC 

9.11.1 Tte aponaor abould obtain bom tba 
iava^faator/lnatltutton: 

(a) Tw aama and ad dram of tho 
Inwaarigatofa/lmtltu don't Htfi/DC. 

(bl A atatannBt obtainad bom tba DIB/IBC 
thto *« «*»gMt-«Ml ■»<« tn 

OCP and tba appUcahla lawa and ragulatlona. 

(e) Docuaaanlad atB/lBC appamal/ 
favonbla optatoo and. If raquaatad by tba 
cponaor, a curtoBi copy cd protocol, i^ttan 
lafanaad oonaaat fatiol*) and any oCbar 
writtan InfonnatioB to ba prcviriad to 
aubtacta. aubfaet raauldng pcoeaduraa. and 
documanti nfatad to paymanta and 
orwBpanaattoo avnllabla to tba oubfaGta, and 
any othar dorauBaata that tba DtB/BC may 
ban roquaatad. 

9.11.2 li tha IRB/lEC GOadlttoBa Ita ^proval/ 
favonUa oplakm upon ebangiKa) la any 
■apact of tm trial, aucb aa modifkadenla) of 
tba pcocOQid. wiictaa lafatmad conaaot farm 
•ad any otbar wrlttaa lafarmndoa to ba 
providad to aubfactE. and/or othar 
prooaduraa. Iba • pouag r ibouid obtain bom 
iba iavaa dp tar/tnatitutiop a copy of tha 
cDodlftcatiml*) mada aad tba data appr oval/ 
favotoUi aplaioB wm givae by Iba IXB/IEC 
',9.11.2 Tba •ponaer abould ohtolo bom tba 

S vaadgator/iaatituttoe documaatadeB aad 
iiaa ^ any OIB/SC raapprovala/ 
toavaluadoBa with favonbla opiaioa, and of 
any witbdnwala or auapaaotona of approval/ 
favonbla opiakn. 

9 12 in/bmwtwn on Inwdpobera/ 
Prodvctf*/ 

9 12 1 WtepUaniag triala. tba aponaor 
•bould aoaun that auSdaol Bafaty aad 


afflcacy data bom ooncliaical anidla* and/w 
dlaical Iriala an availabla to nippan bumaa 
axpoaun by tba routa, at iba deaagH. for the 
duntkiB, and io tba trial population to be 
•tudiad. 

9.12.2 Tba •poaaor abould update tba 
Inveatigator'a Brochurt aa aigaificaal aaw 
iafamatka bacomas availabla. (Saa 7. 
"lovaatigaiw'i Brochun") 

9.13 Monufaetunng Peeking, Utboling, 
and Ceding Inpootigational ProdueH*) 

9.13.1 Tha apo n aor abould eaaun the 

invmtigatkmal pioducda) (loc hiding active 
cmapantorfa) aad placebo, If appU^la) ia 
cbaractarind aa a ppro^ iata to uw ataga of 
davalopmant of Iba p)^uci(a). ia 
manufactured ia wifa any 

applicabla GMP. and ia codad aad labeled io 
a that pro ta ct a tba bUadiag. If 

appUcabla. la addlttao. the lafaaUag abould 
comply wltb applicabla ngulatoty 
raquiiommdalL 

9.13.2 TW aponaor abould dat ar mina, far tba 
InvaatigMloaml preducdr). a ccapla b l a atonga 
tompantuna. Manga candltkni (04., 
pantarflim bom Ugbt). mraga Ibaaa, 
la a maBtutton flubfo aad panoaduna. aad 
davicm far pnduct tnfaakm. If any. Tba 
•poaaor abould iafam all Invobad partim 
(a.g. meniten, IniHgairaa pbacmadata, 
■naigB laanagiii) rdilwaa ifataiiiiliialhaia 

9.13.3 na lavaadgtoional p m d u c U a) ahould 
ba padogMi to piavant ceonmlnatka and 
unacoaptabla dafkaaBna duriag tianapcat 
and aiBfagn 

9.13.4 la Minded bdab. Iba ayium far 
tba Invotoigatlonal pnducift) fatould 

a machaakm ibM pormlfa npid 
Idaatlflcatka af Iba pnducda) in caaa of a 
maatgancy. aul doaa not patmit 
undalBrtohli hnafci ef tha blinding 
9.134 If atipUBcanl farmulalien chaagaa an 
ma^ la tba Imraallgalkaial or CBmpamtor 
paoductfa) duriag tba omm af «*»«»*»'»> 
devalapmant tba tamlta of nay addhkmal 
atudiaa af tha bamulatad ptoAicrfa) (04.. 
•tabillty. dlaaohitlan nto. MOatvallobiUty) 
aaadad to aaaam wbaibar tbam cbamgaa 
would aignlficutly alHr tba pbatmacoklnotic 
proflla of tha paodiict abould ba availabla 
prior to tba uaa of Iba aaw formulation io 
cllakal Mala. 

9.14 Supplying omf ffandUng biwBrtfgatxMia/ 

Pteducdf) 

9.14.1 Tte fponav if napoaalbla far 
au^lylag tba in<aal1filfa1ili1nalllullmi(i) 
with ite inTaatlptlnaiil proihicKa). 

5.14.2 Tba apanaor abeuw aei aupply an 
InTlIgelnrinillliirtiin with Iba 
InvaatlgMlaBal preducifa) uattl tba aponaor 
obtalna altraquliad <*"■■««■*■— ■>!«<»» {9.^,, 
appreval/lavonbla eplnloat bom RB/SC and 
regulatory autbocityflaa)). 

5.14.3 Tba ■KfniM maun *i»»* 

wrlttaa pror^uma include taiftructloaa that 
Iba Invaarigator/laalltutleB abould follow for 
tba handling and aUBagi of taivaatIgaUaaal 
producifa) m Iba Mai and doraimantotion 
ibaranL Tba procaduraa ahauid addnaa 
adaquata and aafo racalpt atoraga. 

dlapanalag latriaval of uauaad pnoduci fam 
•ubfacti. and ratun of unuaad invoatIgatloDal 
prorfucifa) to tha aponaor (or aliamativa 
dlapoaltloa if autberiaad by Iba aponaor and 
ia compUanca with tba appllcaUa regulatory 
raquiiaiiMDtfa)). 
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5.14.4 Til* ipeanr •bouicL- 

(a) Eiuun tloMly dalivaiy of 
invMtiptieati pi^uctta) to tha 
InvMtlfatoifa). 

(b) Haiattin f•oord• that docuBaol 
•hipntBi, nctlpt. diapeaitioa. mure, and 
daMructtoB of lavwtigadoaal productfa). 
(S« a. "Esaootial DDCumoata Cor ^Conduct 
of a Cllflical Trial.*') 

(c) Ma iota in a ayatam for rotiloviiis 
iavwtigstieBal pi^ucta aad decumaatliif 
thla mrioval (o.l, fiv dafldoDi product 
rocall. rociaira aftor (rial csopltUoo. •xpind 
pfoducl nclaln). 

(d) Maiatala a qmare tor (ha dlapoaltioa of 
UDuaad isvaatiiatioiial produclta] tod far tha 
docuoMotatloo of this dlapoaido^ 

5.14.5 Tha apo m o T should: 


(a) Taka stain to nsura (hat tha 
tfoodpti 


j pteductfs) ai 


a tha 


ptotedofi 
(h) Malotaln suttdont «|iiaatiOaa of tha 
iowattgattecal nodued*) nad k tha Mala to 
ncoofliB spocucadon. should *(*(• hacona 

" •* --J- 

kTotha 
ii aa^uln should ha 
lolainad althg witil tha •tmfftmi of tha trial 
data aia conplals or aa laouiiod by tha 
oppUe^la inulatnry raqiuNMBqa). 
whkhawrapraaantB tha loafto foMtioo 
ptoiod 

S.iS Bteerd Aecmi 

5.15.1 Tbs apeoaor AoiiM nsvs ^ it is 
ap a rSB odlfl tha protocol or othsr tor tt i a a 
igreawiBt that tha inaasrf|stnr(sy 


data/docutDOBts far Mal*f 


ilorlfif, 


audits, OtB/lBC raviaw. aad rsfulatoiy 
I n spacdon. 

5.15.2 Iha sponor should aarUy that oach 
■ u hlsct has oDoasatad, la wilrtin to dliact 
aoBBta to Ua/bsr orlflaal nadfad raairda far 
Mataalatod BMoHorlag, audit. OtB/IBC 
raviaw. tod laailatnry iBspacthn. 

5.15 SafbrybifarDiaSfafi 

5.18.1 r . 

oopDlai safaty avduaikM of tha 
iBvwtlHtianl producdal. 

518.2 Tha apoaaor aboiUd prooiptly ootUy 
all oo au a a ad iovostitaSodslflBstttatkoals) 
aad tha nfulstoty aurhorttyflaa) of Oodtoai 
that could aBact advaraaly tha tofaty of 
subfacto. tmpadtha oaodua of tha (rial, or 
altar tha DtBfSCi oppioaal/favoriblo 
optaioo to eoottaua (ha MaL 

5.17 ildiaras fhvf WaortfsH Bsparttia 

5.17.1 Tha secoaor should Maditoiw 
rapratinf to all eoaemod lavafaintaifaV 
laitHudeoafa). to tha mUVIiiQ^whiira 
ra yh a d . aad to tba ra^latocy authorttyfiaal 
of «U adasm drug laocttaaa (AWs) that art 
both avtoua «ad uaaxpaetad. 

5.17.2 Such oKpadttod roports should ocaply 
with tba applkaUt rapilalnry laqulmaads) 
and with lOI Cttid&n far Oiaicol 


SafatyDato 

Staadardafi 


a farBxaadilad lanrtkn. 

5.17.2 Tbo spouaar should aubosll to tha 
iigulatory authartiy(iasl all nbty updatas 
a^ partoiHc laeorta. aa raquhad by 
sp^icabla rmilatnry laquliaBsotlsl. 

S.1I Monitarifif 

5.15.1 Purpem. Tha puippaw of trial 
moultaflat «a to vWiiy that 
(a) Tba r%hta aad «raU-bataf of buman 
■ubiacts art protactod. 


(b) Tba laportad trial data aia accuiolt. 
complata. and varlfiabla froto Knuca 


(c) Tha conduct at tb* trial ia in 
complianoa with tha currently appiovad 
protocoj/ainaodsaatli). with CCP. and with 
applicabla regulatory roquifamaotfs). 

5.18.2 Sa/actfOA ana Qudi/wDtions of 


ta] Moalton should ha appointad by tba 


(b) Moeiton should ba appsoprismly 
tnilnad. and should bava tha aciantl6c and/ 
or clioioal knawladga aaodad to nooitor iha 
trial adaquatoly. A OMOitor'a qualification 
should ba deeueMBtad. 

(c) Monilon should ba thoroughly familiar 
with tha invartg i tloaal prod u cda). tba 
protocol, wilttoa lafamod ecoaaut fasn and 
aoy othar tvrlQao Infarmtica to ba psovtdad 
to au^icta, tha apounr'B SQ^a. GCF. and tha 
applkaUa fagulalray faqiitiwmifi) 

5.15.5 Adant Olid AMufa of Moaifiraing. 

Tha spener ahould nauia that iha Mala 


ii^preptiataai 

tha totmt and octure ^ Muitofing ahould 



•aoaral th«o laa load lar OMlia BoattoBing. 
hi fare, dtatea aad ahar tha Mak howavar, 
ia aMaptfoaal diCBiasfaMW tba apoaaar 
nay datartipa thfa ssahnl Boultarl^ ia 
coa|uDctiaa srlfa procaduias such as 
Innadgston' trnialag aad ■>— Huy aad 


a pp roar ia ta conduct of tba Mai in 
aoDoraaacaarlthGO ^tstkally coatroUad 
aaapliag easy ba an Kcaptabb irmhnrt far 
aalactlBg tba data to ba vwtftad. 

5.15.4 Ueakoft Aoipanihifttfaa. 

Tha moaltorls). in with tba 

apenaor'a taqulraBiana.. saould aiwuia that 
tha trial is cxnductad nd iWt.— taH 
pciqMriy by carrying out tha fallowing 
sctividM whsB relmnt aad aacsaauy to tha 
trial and tha trial alia: 

(a) Acting re tha main Uaa of 
uadenflLoa harvraan 


Invaadplor. 

. (b| Variiytogthat Aniavosdgfaorbw 
adaquati qualiflcadoua ad raaouicre (ao 
4.1. 4.2. 5Al aad tha 
throughout tba Mai 


L aad ihat iha staff 


(v) That tha diaposition of unured 
invretigstioaal pioduct(s) at tbo trial litas 
cempliaa with applicabla ngulatory 
requirvfflent(il and is io aceerdaoca with tba 
sponsor's authoritad procaduiat. 

(d) Vanfytni that tha lavretigBior fallows 
tba epprov^ protocol ud all approvad 
laeodSMDi(s) if aoy. 

(aj Vanfyuta (hat writtao infonaad conatot 
was obiainadMfore aacb subjact's 
panickpatioo in tha trial. 

(f) Esauriag that tbs iovretlrelor racsivas 
tba cufreni lnvaatigaler*a Brouuia. all 
decumants, and all trial auppliaa naadad to 
conduct tba trial pieprely and to oenply 
with tba applicabla laguwory 
raquifooMnlftl. 

(g) Bnsufli^ that gm invaadgator and tba 
Inswiigiiw'i Mai tfafl are adaquatoly 
iofamad about tba MaL 

(h) Variiyiat iMs (ha iDvaMgatar and tha 
iBvoMlgalar*a Mai sSaff «o premanlag tha 
snarinail Mai fuaettooa. la accetdaaea with 
in pnseool aad aay olhsr wrlttw a^aareaoi 
batwren iha spoaanr ad tba lavoMgMor/ 
iBstitotfau. aid bare act dalaniBd mare 
fhacifaaa to uanuthoiiaad iadlvlduala. 

to Vrelfying that tba lavaadgaior ia 

uniting «U|thU iihlilNW 

W fiaporOag tha lubfact laoultBont rata. 

dt) Vsrlfyiag fats scum datn/documaaia 
aad efaire Mu Ncerds are accureta. 


(1) Vuijytag that tha iavaulptor ptovldre 


^plfaaSteoarsad su faa l rel oaa> aad thare 

dacureataareaocutBia,oBBplato. liiwaly. 
lagtbla. datad, aad Maatlfy tha Mai. 
l»)C * 


■atnrr nch Mhsr. Tha incultor apaUficnlly 
a^uldw * 


IvwUyihafc 
bafanraqu 

reposiad accu f atoly 
onfatant «Mb (ha i 
(U) Aay dore and/or tharapy 
re wuU docuBODiad far aan 0 


ti) Tha famaquired by tha pr otocol Si 
raialy oo tha CKTa ad an 


of tba trial 


(lU) Adrena areata, reocosaltant 
nadlntfan. aad lat a mwiat Ulaarere are 
repottod ta accardaaca with tha protoc o l oo 
thaOIFa. 

liv) VWiB that Iho suhlMfa fall to reako. 
taUstbatan 


aMalpanod .1 
todudl^labe 
^uipoaot. an adsquua to aafcly ad 
propor l y mndi i rl tn trial ad Ih^ iMsin 
adoquato (faoughoui tha Mai preled. 

(c) Vreifylag, far tha iavredgatleoal 
produeda): 

(i) Thu stongi thare aad coudidoas are 
aeoaptoUa. aad (hu suppltoa are wifBrfant 
throu^eut tha Mai. 

(ii) Thu tha InvreUgarjiiiunl produetts) are 
•uppUod only to suhfaiBi who rea allgibiu to 
ranire it aad U tha prntoul sparUad 
doaafsL 

(ilil That tubfaeta are provldad with 
naesMsy lastiuctfae a preparly ualag, 
wariwj, ug raUiniBg tha 
InreadgacfaiHl prod u e ff tL 

(Iv) Thu tba recaipt, uaa. aad ratisa of tbs 
iBvasUfUloaal premictts) u tba Mai aitoa are 
ceotroilad and docuauotad adaquatriy. 


dreriy rapretod re au^ ou tba OVa. 
(v) All wtthdrawalf aad dropouts of 



and arptalaad a tka OtTn 
Id) lafasBlag tbs tareUlpinr of ay CRF 
retry asm. emlaaiflu, or tllaglhlllfy. Tko 
itha 

ordnlsdena; 

/). aad lalttalod 

by tha lavredgator ar by a a 
iavretffiaer'a Mai atoff wba is aiilhariaM to 
iBldal eXF ebaa^ far tba iarestlgUar. This 
atkariiatfaa ahould ba daruawaiad 
(o) DaSutolaiag wbaihar all advrere areata 
(AE’a) are apropciacaly rapertod within tbo 
htoopariodaiaq t dradbyCCT. thapaotocel. 
tbo RB/BC. tho ipmaor. tha appUoabfa 


lagiilaiiaj requliauatta), aad iadlcuad in 
tha lOi Cuidulaa far dlateal Safaty Data 


b^3ila?R^ 


DafialilaBa aad Staa^ida far 
Rapcfti^ 
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(p) OMciiDiiuDg wb«ib*r (h* lovMtifiter a 
lUiatalaiBf tb« •wrau*! docxuMota. (te a. 

"EMmtUl DociuMoa nr te« Conduct of • 
Cliaicd Tritl/') 

(q) ConmuaicotiBg doviatloo* from tfao 
protocol. SOFs, GCP. aod tb* oppliciblfl 
lopiUtory nquimntois to tbo ln?Mtigiior 
and taking appnprlata action daaignad to 
pravont racumoca of tba datactad 
daviatkMU. 

3. t8.S ktmitohag Aocadura*. 

Tba mealtoifa) tfaeuld follow tba •ponaer'c 
aatabliabad vrrltlan SOFa aa wall u ttoat 
procadtiraa that aia apadftad by tba tpouor 
for menitortog a cpaciBc trial. 

5.ia.e Moniiwutf Aaport 
(a) Hm monitor ahMld ntbmil a irrtitan 
rapett to tba anenaer aftar aaeb trial-alta vlait 
or trial>faUtod ecanmuBlcatlo& 

(b| Rmrta abould lochida tba data. alta. 
nasw of tba mouitor. and namof tba 
tovaailgator or otbar (odlvlduaUal co n toe tod 
(c) lapocta abouM Inehida a aummaiy of 
what tba mon i tor rartawad and tba mo^tor'a 
•tatamaoli roiiriamlng tba ilwnifkaiii 
findinga/fceta. dariatlooa and daflda 


camplianea, 

(d) Tht r arlaw and fellow^ of tba 
motoring lapoct by tlw apoaaor abould ba 
decuman^ hf tba fpenaor’a dwt^tad 

fapraaMtatlaa. 

Audit 

If or a^an aponaon p tofam audita, aa part 
of bnplamantiag quall^ uauraoea. tbay 
•bould oooaldar 
S.iriPlupoaa. 

Tba purpoaa of a a pon aar*a audit, which b 
indapandant of and aaparata bon routlna 
monitoring or quality oeaool binctlana. 
abould ba to avaluala trial a^ 

aocopllaaaa with tba protoeol, SC^a. GO*, 
and dM applkabla iqgulatory loquliananta. 
S.ie.2 SaMCtian and Qitultfieation of 
Audden. 

(a) Iba apoaaor abould appoint 
indivIduaU. who ara indapandant of tba 
clinical trtaUdata oollncttM ayaiomli). to 
oooduct audita. 

(b) Tba apoaaor abould anaura that tba 
audltora art qualtflad by training and 
axpartanca u» conduct audita nroparly. An 
■udltor'a quaUAcattoo* abould ba 


S. 19.3 AudMiitg Atacadurw. 

(a| Tba ipooaor tbouM anaura that tba 
audlttng of cUnleal trtala/aytoama ia 
cowductad In aoenrdaeci arith dm apnonr'a 
wrifiaa pipoaduraa ob wbal to audit bow to 
audit tba kaquancy of audita, and lha fonn 
and oootant oif audit taporta. 

fb) Tba aponaor'a auut plan and 
praeaduraa fat a trial audit abould ba ^dad 
tba Unpoctanca of tba trial to aubniailona 
to ragiilaioiy autborittaa. tba of 

rubtaM In tba ttial. tba tyna and com^wdty 
of tiM BiaL tba lovol of ri» to tba Mnl 
•ubfacta. and any Idanti&ad problmaff). 

(c) Tba ohmrvaUoBi and Andingi of tba 
audltacfa) abould bo rtnminantad 

(d) To praaar^a tbo indapanilanca and 
viiua of m audit fiiactioa. tba ngulatwy 
autborttyflaa) abould not tauHnaly raquari 
lha audit ftpeita. Kagulawry autborttyftoi) 
may mak aocaoa to an audit itpect oa a caaa- 


by*caM baait. wban avldanca of mhoua CCT 
ttoooompllaoco aniaia, or in tba courm of 
lagaJ prooMdinp or iavactigationt. 

(at Whart roquirad by appUcablo law or 
lagulattoo. Ibo rpeoaor a^uld provida an 
audit eartlAcaia. 

5.20 MMiCDOipfianea 

S.20.1 Noaceapliaoca with tba protocol. 
SOP'a, GCP. ao^or applkabW ragulatoty 
raoulromaatiil by an iovaadgatar/iaalltulioo. 
or by marnb^a) of tba rpoo^r staff should 
load to fBomM actloa by tba sponsor to 
aacura compUanca. 

5.20.3 If tba meoltoring uMi/or 
idontiflaa oarkma ond/er pmaistant 
nonoonplianea on tba paA of an inva a ti p Mr/ 
Institution, tba sponsor tbouM tvrmlnata 
invasUgatorVlastitutla’s pmtlrtpallon in 
tba trim. Wban an loMotimtor's/lnriitulkm's 
I ewalnaiM i 


il protoc 
oliowinj 


participalioa ia 

notify 

pramj^y tba ngulattry authetifyfiaa). 

5.21 n amab m TmmitiaUah at ^‘frrrvfr^ of 
mTrlai 

If ■ trial Is lanninaiarl pnmahiiilji ra 
suspaadad. tbo spnaaer abould pnoipUy 
inmrm tba linarilgiinfil'InaHhilhait mod iba 
ngulau y authoricytim} of tba taminatton or 


should aloo ba Inmcmad pnmptly and 
prwidod tba rnaaemfs) lor tba tarmlnotka or 
suapanaion by tba sponsor or by Iba 
lovostiMiar/lastltutloe. aa ipaiiflart by tba 
appUcaUa ngulatory roqulrimanlfs). 

5.22 ainieal Trtal/Study ftsujij 
Whathar dw trial Is conpiatad cr 

ptiamtuiofy tarmloatad, tnatpottser abould 
aosuro that tba clinical irfal/atu^ roposts am 
pmparod and provldad to tba ragulalery 
agncyflaa) aa roquirad by tba applkabla 
ragulatoty roguiromanfftl. Tba spoaaor 
abould alao anauro that tM niaV 

atudy l o u o rts la marfcaclag applkntloiu maal 
tba Standards of tba iOf CuiiMlno for 
Structura and Conmat of atafa^ Study 
lUpara. (NOrB; Tba KN GukMIaa far 
Structura and Contant of Clialcai Study 
Raporta apadflas that abhraitalad atudy 
roports may ba acoaptabla In «»«»*■ main) 

5.23 Multiantte Walt 

For tnultlcaatar trials, tba spos w or abould 
OBSunthat: 

S.33.1 AU inoaat lpt ors eooduct tba Mai in 
strict oomplianoa wMk ^ paotoc o l aproad to 
by tba tponaor and. if roquirod. by tba 
ragulatary outbafttyflm). and ghw mroaai/ 
favorabla opinloa ^ tba BUiraC. 

5.33.3 Tba CXFa ara dnai^ad to mpfairo iba 
roquirad dam at «U mulikaskr trial riim. Far 
tbw InvoitigMDrf who aro coDaettag 
additkmal dM. au^lamtatal CXFa riwuld 
alao ba providod that ara «*— to cnptvro 
tba addlttonal data. 

5.33.3 Tba raapoBsIbiJItlas of Iba 
coordinating inmattgstBrfs) and tba otbar 
paitkipatliig inwaatliMnrt an I ' 
prior to lha atoll of tba trial 

5.23.4 All invadtlgtoara an gtom iaatrurtana 
oa flailowiag tba {sotnool, oo compfyiag with 
■ unllbcm aat of atoDdards far Iba aaoaonaai 
of cilateal and l ab ontory *'*****‘(r aad oa 
oomplatiag tba OtFa. 

5.23.5 Ommunlcrttoa batwam liiTnUpinn 
ia fadlltMid 

9 . QUUtal Tiiti FVBiootW and Pretucal 

0 


pntrally iaciuda tba Mlowiag topics. 
Howavar. sita spaelSc information may ba 
providod on aaparata protocol paga(s). or 
•ddrassad ia • mparala a g raa m ani. aad aoma 
of tba lafatmadon llsiad balow may ba 
rontainad in otbar protocol nfaran^ 
documaots. such aa aa lavaatigalm’s 
Braebun. 

5.1 Canmf Infannation 

6 . 1.1 Protocol dtla. p rotocol Idantifying 
Bumbar. aad data. Any amandiiiBatla) should 
also baar tba amaodmant numbatfs) a^ 

daiali). 

5.1.2 Naina and addtoas of tba sponsor and 
moaiior (if otbar than tba sponsv). 

6 . 1.3 Namaand dtla of tba paraoBfa) 
authorinad to aign tba prolml and tba 
protocol amandirnanifii far tba ^aiaor. 

5.1.4 Nama. titto. addraas. and takpbooa 

aumbaria) of tba aponaor'a madknl axpart (or 
dantlft wban appnprlata) for tbo Mai 
A14 Nana and tttia of tba Invaat^tarfa) 
who ia (an) nroon ai b l a far tto 

' ' aaodbanand ' ' 


Mai. aad dm ai. 
numbaria) of tba Mai totof*).- 

6.1.6 Nama, Utla. addraaa. aad talaphotM 
aiBbarfa) of tba analifiad phyatoton (or 
dmttot. Ifappitoatfa) who ia napcaatbU far 
all MaMto ralalad Mdknl (or dnntol) 
d a rtato n s (ifothm tbaa Invoattgator). 

6.1.7 Nnafa) and addraaafaa) of IM cllolml 
iabenttryfito) and otbar madknl awVar 
ta^nlcnl daparawnda) and/or inilltulloas 
Inveind in tba trial 

a 9 

6.2.1 Namaanddaaaiptieaofiba 
Invoadgritonal pnducifa). 

A2.3A Bummmy of SadUngs bnaa — 
studlaa that potonttaUy ban cUnknl 
sigDlffGHBca nod bnm clinical Mnla aro 
ralavaat to tba trial 

6.2.3 -<««— ■— « y of Ibo known and 

liaka and tomdBlo. if any. to >»■—«-* su^seta. 

6.3.4 DaaiTipikm of and )usliftinliBB far Iba 
routa of admlalstnilen. doaana. deaaga 
ngkann. and tnatmoat pariodfa). 

6.3.5 A siBiawant that tba Mai will ba 
cenductad in compltof **^9^ protocol. 
GCP. and ibo appIkobJa raguJatosy 
raqulrwandsl 

6.3.6 naaoiptiao of tbo populotton to bo 


6.3.7 

«a nIovoDi to Ibo Mol. ond that provldo 
backarauBd far ibo Biol 

tSnSS^tOimmandFurpam 

A datoHod damriptiOB of tbo obfactlm and 
Iba putpon of tbo Mol 
6.4 ntofifaata 

Tbo sdmdBc Intogriiy of tba trial aad tba 
oadlblUty of tbo dna ban tbo Mol dopond 
■ubotaottaUy on ibo Mai doalgB A 
tea^odao of Ibo Mol doalgD abould 

6 . 4.1 A pod 6 c stotomont of tbo n 
Ipolala «nd tbo aocondory andi 
any. to bo moomiod during tbo nioL 
6.4.3 A dnoiptton of tbo typo/dodgn of trial 
to bo cenductad ( 04 .. droiM^bUnd. ploBd>» 
cooiroUod. pninUol dooign) and a tobaeaatk 
diapam of nrial daaign, pmcoduna, and 
stogsa. 

6.4.3 A daaGrtpttoB of tba maaauros tikan to 
minimlna/avoM bloa, Induding (far 
anomplok 
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(•) 

(b)BUBdla«. 

6.4.4 A dMoiptkiB of Ibt trial tiaatnaot(») 
and tba doaap and do«at faflman of ibt 
tn^aatigartnanl andueMa). Aloe loduda a 
ilwnlnrtnn nf tna dnaafa fim paffcaglng 
and labaUai of tfaa InvaadfMtooal pr^uctfa). 
M4 Tlia oK pac i ad diaarion of aobfaci 
ptrtidpattan. and a daaotptton of tha 

and dutaden of ^ trial parioda, 
Inaudtna faUow-iip. If any. 

6.4.6 A daKriprion tba “Mopping nilat’' or 

critarta" for individual 
aubfacti. pafla of dial, and anttra trUL 

6.4.7 AccsunablUty pracaduroa far tba 
iovrigiHfiiial pcodiKiftl. tochirting iba 
plaoibofa) and oaapataiwfa). if any. 

6.4.6 liaintauaiiBa «rtal a ' 


6.4.6 Tm IdaflbeMte of oqr dm to ba 
lococdad dtaoElly m Ibo OV*# (La., no prior 


6.t.iSiibfad6 

6.64 Sdbiaei adorion critMl^ 

664 Subfao wlib A awal afawfa (to.. 


faatfpttonal pmdnel 


(a) Wbaa and bo«r to wltbdnw aubfaeti 
bom Iba trial/ InvHtfpttooal pcodua 

(bllba typa and ttmln^of tba data to ba 
oallactad far wUhAawn aubfacta. 

(e) Vfhathar and tow aubfaeli an ta ba 


(d) Tbi feUow-up far Mibfaeta witbdnwu 
ban Imiarilprinnal praduei tnatmani/trial 


6.6 Traamawtof Jubfacti 

6.6.1 Tba tnatBHida) to ba adwiniatand. 
iwcludlaj tba oamafa) of all tba pioduetfa). 
tba doado). tba daring atbadufafal. tba rauta/ 


pariodfal, Incladlng tba feUoW'Up porioctta) 
far aubpiett to oacb InvooiigBlknial product 
tnatowatArial traottoant grwp/ara of tba 
MaL 

6.6.2 Madkndaoftl/aaotinnifa) pamlnad 
(includlag laacua Bodlcatfan) and not 
pamlltad bafan and/or diving tba ariol. 

6 . 6.6 ftocadaraa far nonlloring aubfact 


67 
67 1 


•ampla ain, iocliidiag raflacttent on (or 
caloutattoof of) tba p owat of tba Biol and 
dinleal juadfieiriion. 

6.66 Tba lava! of aigolflcaDca to ba und. 
6.64 CriWrla far tba tamtinatiaa of tba trial 

66.6 Prooadun far aocountii^ far ‘»g 
usuaad. and ^urtoui data. 

6.6.6 Praeadurao far raportiat aay 
daviatiMfa) ton tba orlglaaraiadatical plan 
(toy davlacfae(t) boot tba orlgtaal Ma t laBcal 
plan ahould ba daacribad aad piMlftad la tba 
protocol a^or la tba Baal lapon aa 
appropriati). 

667 Tboatlaetion of aubfacla toba iachtdad 
lo tba analyaaa fa.g.. all raedoalaad nibjacia. 
dl doaad fubfactt. adl allgiUa aubfactt. 
avahiata abla iubfaeta). 

Ptnet Acema Sauna ffotB/DinnrBiann 
Tha apaoaar dbould aniunlbat k to 
•padflad la tha orotoeel orotbn avtlttn 
apaamrot that m iavoMlgateriaV 
t^bittoafa) wUl pam kjrfa l lalaiad 
aontoflag, audita, 018/BC Mvlaw. aad 
iigilatBiy taapactfaafa) by p aori di^ dhaci 
aeoaai to aonfOi dafa/docBBKto. 

611 C 
6i2AbJea 

Daaglpban alathfaal eaeaidnattooa 
falattagtateM^ 

611 Data MaadUst oad ftoreadfcaapliil 
614 nnandagoM binuBiiea 


product If tba i 


il product to 
towidaly 


ttofSa^ 

6 j 1 SpadAcaiioo of aabiy pannatora. 

6 62 Too aatboda aad tUng far aaaaaaiag, 

T«wawtl»j .Mlytiig — p.fwi if. 

664 Ptocaduna far alldtlng roporta ^ and 
intaroBiam lUaanan 

664 Tba lypa aad duntioQ of tba bUoar^wp 
of aubfacta aftor a d vaiaa avanta. 

69Sialiab(a 

6.6.1 A daaqiptieo of tba ^****k** laatboda 
to ba mpfayad. laduding timlag of any 
plaanad iatorim analyato(aaaL 

6 . 9.2 Tha of tubfacta plaanad to ba 

anioUad. la nulticanttr oiala. tto aumbar of 
aaroUad nibtocta piejoLtod far mA trial riia 
•bould ba apart Bad, Baaaaa far cboioa of 


axtanrivo D aay oot ba aacaaary. Wban 
patialilid by lagulatory auibofitlaa. a baric 
product iafaraatten bracbun. packaga 
Uaflat or labaliag aay ba ao appropriata 
altoraatlva. pioriaad that it iorhida cunant. 
rnmpfahaniln and doailad tafaaottioD oa 
all aapocu of tba Innatlgartnnal product that 
aigbtbaoftapartancaathaiavaarigrior. If 
a aaartotad product to balag atudiad far a 
oaw ua (La., a now i a dl catioBl. aa IB 
•pacific a tbri BOW uaa Aould ba proparod. 
Tba B itould ba roviawad at lari annually 
aad lovlaad a atemamy in eoapUanoa with 
a ipooaab wrlBaa prooaduna. Men 
feaquaa ar to faa may ha appioytlato 

«*T^<t»»g "Wy a* limfiMiiBtaBH 


ybaataporiattbat it 
d a Ba bnoadaian. 


619 Atbffaatfao Patiey 
PubUcadoa pohqy, if aol addnand a a 
■aparaa aaomaat 

616 Sopp aaaato 
(NOTE: Sinoa tba protocol and tha 
triai/Audy lapoft an etoaly lalatarl. Autba 
niovaat Infanaatia aa ba faaiad a tba ICN 
Guldallaa 6w Siruciun ad Coaiaal of 
Qinkal Study Rapocta.) 

7. rniar(viftir*i Snduini 

7.1 introouctkm 

Tba lavatlgitor’a Bro^ttn (B) to a 
OOmpilatloa of tba y-HnWl m»yt 
data oo tba aroadatianBl pcoduafa) that an 
rttovoat a tba otu^ of tba productfa) fa 
buniaa aubfactt. Ito purpoa to to paovkda tbo 
avuatlgaton and otJEwn aro l vad a tha trial 
wiB tto afarawtieo a fadlhaa ttoir 
imiliiriiiiillngiiftlia iHlianto ia ami iliali 
compliaaa with, way toy faaiura el ito 
proteeoL audi a tto dooa. daa fraqjuoocy/ 
ataval. aattodi of adaiairintlaa. and 
aabty iDoalarag prooaduna. Tba D ala 
provida ioalgbt a nipeori tto eltakal 
aaoagpoal ol Ba Mu^ lubjacta during tto 
ooura of tto clialcal tii^ Tto lafanaalkB 
abould hi pnoawd aaconrtaa.aiapla. 
obfactia. holucad. and a on p r a aotfanai 
fara that aabla a dinirtaii. a poantlal 
I It aad aaka hia/ 

I flak baafit aaaaaaaant of 

Bto raanoL. a maBcally 
abould gmanlly poitidpaa laitoadltlagof 
a B. to Ba ooataoto « tto B aboold to 
apprevad by tto dtodpUaa that gaomad 
tto daaafbad data. 

Tbto piidalta dallaaatoa tto talalnmiB 
lafamatioo that abould to inehadad la a B 
and provldn ati^gndea to ita layoui tt U 
a Kpa b ad Bat tto fapa aad axiaat of 
lafonaattea avallabio will vary wttb Ito riaga 
of davaloproaot of tto tavaattfriteoal 


anttorittaa boion k la ladodad la a ravlaad 
B. 

Caanlly, Ba apaaor it naparibla to 
aaoriagttoaapfadataBlanada 
availabb a Ba iaaaaifgmrio) oad tto 
iDvaaHgauaa aniaapenribla far proridiag 
tto up a drta B a Ba napoaalbfa OtBW 
BCa. la Ito caa el a Bvadfrisr- 
apoaaand trial. Ba awnaor lawtigika 
aaouMdaln 


availabla bam Ba aaaifacriuw. 

If tto isvaadgritfanal product la provided by 
tto roonnr Bvaatlpacr. Ba to or ato 
abeiud provida tto a 
atria pononai 


praparataaolafanMlBlalmpncikal. Ba 
•paiuoriavaBrigMor abould pawrida. m a 


daacribad ia ibfaguidaliBo. 

7.2 Can a rai Ca ak farolto M 
Tbo B iacludat 

7.2.1 Tltla toga. Tbia abould provida Be 
ma. Ito idandty ^ ncfa 
aal product (Ln. I 


aad inda amafa) whaw lagaDy pamiaaibla 
and dwind by Bo ipooaer). aud Bo nlaoaa 
dam. It ia abe aoMBamd Bat aa aditton 
aumbar. and a lamnnca to Ba atator aad 
datoofttoaditfanitau pn iadm.baprovldad. 
Ad roampb la glvro ia Appaadbi 1. 

744 CBmfUamHaUtyStaHnnLThawpoaoor 
may wiB to laduda a alawnaal iaaiructlng 
tto iavaarigatnr/Tarlpionti to iiaai tto B aa 
a GonfldaaiiBl docuanat far Ba mla 
Inlnaiaailnn and iiaa nf fto ln'tHp!ra‘i 


7.6 Coiriaiila of Ito bmatfpalar’a Bnehun. 
Tto B ahould *■«'■»*»»" tto faUawtatg aactlooa. 
oocb wiB litmaioa nfarrocaa wtama 
oppaopriaiK 

7.6.1 ToMaafCiMifanti. /taonBaplaofBa 
Table ol Ceurinta la givro la Appendix 2. 
7.64 Tiimmnij A brief aummaiv (pnfaiably 
Bot ncaaBag two pagaa) ahould to givuD, 
higbUghttaig tto rigriflcoat pbyrieal, 
Bomlcal. j 3«— pharmacological. 
anBaookfaadc. oaatBoIic. 
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tod fiintrai ialanutleii avuUblf that ia 
niavant is Iba ataga of cliaical davalopoMDt 
of Uta lavoatisatioDal pitxlucL 

7.3.3 bitrmfurtnn. A briaf iotreductoiy 
ftatomant abould ba providad that 

tba chaiDlcil aama (mad faaaric aod trada 
aamfa) wbaa appnvad) of tba 
ievaatigMknal p^uctfa), all activa 
ia^adinta. tha iavaati^tloDa] pfoductfa) 
pbamaooloalcal cUaa and its axpactad 
poaieaa wilLia thia claaa (e.g., advaattfsa), 
tba ratioaala far parfocmlag taaaaich wttb tlM 
invaatisMfaaal pioductfa). aad tba 
■abdpatad prophylactic, tbarapautic or 
dlagnoadc iadlnttaala). naaUy, 
iatr^uctiay atatamaot abould prcndds tba 
gaiwral approach to ba faUewad la avaluatleg 
&a iavaMlpatfanal product 

7.3.4 Ayafaof. QmnkaJ, and 
^haiBMMutfaa/ Aoparttaa and Foromlotion. 
A itaacrlpdon abould ba proaldad of dia 


loTCotlgBtfaaal product aubotaaoifil 
(Inctudfas tba cbaBical a^d/rv attucri 
farau^ai). aad a bate/ ouamaiT abould ba 
givao of tlfa lafaaoDt pbyakal. cDamfaal, and 


To pamii e. . . 
ba tain ia tba oouitaa of tha trial, a 
daaeriDdea of tba fanBulatfaofa) to ha oaad, 
loctudlBg otolplania. abould ba piovidad 
iuadflad tf dlaically lal aaaat laatruetfooa far 
tba aaaraoa aad hasKlUaf of tba daaap 
famla) toouM alao ba flaaa. 

Any atruewal attoilnltiaa to etbto kaotro 
conpeuada abould ba aktottenad. 

7.3.S NondMcal Stodfar- 


Tlia faauhi of all rolavtat ooocIIbIobI 


_ tojdoofany, . 

and iniwitigidnnal prodi^' matabullaai 
ftudiaa abould ba provldad in tuaaaary farn. 
jUt tuiaaMfy abould addm tha 
mathodoioiy uaad, tha naulia, and a 
dlacuasioo of tba nlavanoa of tba to 

tha iavaatlgUad tbarapautic and tba paaaibla 
uafawotrtda and uBlntaadad aflacta fa 


Tha fafaroutioo providad fO»y lacluda tha 
followias, as apprepifata. If knowa/awaildila; 
Spadaa taacad; 

Nuaab« and aax of anlnala ia aach poup; 
Uolt doaa (a.g.. mlUliraniALllagram (ragf 
hOh 

Onlnfarwal; 

Keuta of adadBlatradoa: 

Duratlea of dealB|: 
lafarnatioB on ayataalc diatribution; 
Duration of poMnpaMn bUow-up; 
Baauhi. titThidim ^ faUoadnf arpactt; 

' Natun and fra q w n cy of phamcofaglcal 


• Saawily or latanslty of pbannaoolegieal 
rloxicaSscU; 

. Tlaa to ouaat ofalbctr 

• RavaralbUiiy of aflacta: 

• Duration of aflicti; 


Tabular fanaatniatlafi abould ha uaad 
wbaoam posalbfa to anbaaca tba clarity of 


tha proHotatli 
TMfeUotri 


a feUotriac aactloaa abould diacuaa tha 
It inpattaat Badlaga boa tba atudfaa, 


aflKia. tba lalavaDOi to bnnaaa. aad any 
a ap ac ta to ba atudlad la hunana. If 
appUeaUa, tba aflactiva aad noatoaie doaa 


(fading fa tba *****-* aaliaal apaciaa should 
ba compand (La. tha tbarapautic iodax 
should M dtaoisaad}. Tba ralavanca of thia 
iofannatioo to tha propoaad bumao doaing 
should ba addraand. Wbeoavar poaaibla. 
coiaparlaona should ba madt ia tarns of 
bloodyUssua lavals ralhar than on a mg/hg 
basis. 

(a) NoocUalcal Phannacology 

A fluramary of tha pharmacwagical aspacts 
of tha Invaatlgatiooal product and. whara 
approphata, Its signiflcaat BMtabolilaa 
siudiad ia should ba iacludad. Such 

a summary should iacorpe ra ta studiaa that 
asssas pontlal thmpauQc activity |a.g.. 
afficacy modals. raeaptor binding, and 
spaciAdty] at wail aa thoaa that asaaaa mbty 
(a^., apacijU atudias to amaaa 
pharawoofagfoal actions othar than tba 
fataadad thmapautkaflKlfs)). 

(bl PhiffnanAlnatlffa and Product 


bfato^cal ttnaifanDtoieA and dfapaabkn of 
tha iaaaatigMioBai product in all i 


thafindUtfsal 


uld ba tovan. Tba discumtan flf 
I aixwiM addraas thaabaorptlon 
aad tha faod aad ryrtamlc bfoarailablU^ of 
tha iniariigptinnil ^educt and ba 
mataboliiaa, and tb^ raUdeathip to tba 
phamacofaflml and toaieolonlciu 
fa aoind ^adaa, 

(el Toxloefagy 

A sunwary of Iba toxicolcflenl a&cts 
fauad fa ralmot studiaa fa 

dlfbraat aalmal s pscias should ba dsaolbari 
ufkdar tbs fellowl^ haadi^ wbma 
appioprfata: 

Sl^doaa; 


Catclaogaolcity; 

SpacUl studfaa (a.^. krrlfaacy and 
ssQsltimtlOB]: 

Kaproductivs toxicityt 
GaaoUmlcity (mufagaalcity). 

inHumariM. 

latroductkia; 

A tboroi^ dfacuafao of tba known aflacta 
of tha favast^Uonal produces) fa humans 
should bs piwidad. Inrltidfaa falomatloa 
oa pharouKsfalaatlcs, mataboTfann. 
pha rm acodyBamka. doat raip oa sa, safaty, 
aflkacy. and otbar pharmaGowglcaJ 
activltfaa. Wbart naaaihb, a rumtaary of aach 
eomplatod clialgu trial ibould ba providad. 
fafanaatloa should alroba providad 
rafvdlag rasults from say urn of tba 
lavaatfamfanal pnducKt) eibar than la 
cliaicu tilaU, such aa frea mparfanca 
durtag m arkatt a^ 

(a| Pbamaoakiaatici and Product 
Matabellam fa Humans 
A aumaury of lafamabeB on tba 
phamaeoklaaticaoftha favaattfMtoaal 
producds) sbottld ba praasatad. fadudlan Iba 
iollowlag, IftvaUaUr. 

Phanaanoklaatlci (fachtdlag Batabeliam. 
as approprlato, and abrorpCfae. plsaiaa 
protofa btadfag, dlatrlbttdoB. aad 


Bloavallabillty of tba favasdatleaBl 
product (atanitbt, wbara poasw. aadi 
ralatl^l ttsfag a nfaraaca dorogs farm 
PopttlatloB sufapoupa (ng.. jaadir, ags. 
and Impairad otgu hmctioai. 
lafari ct tosw (a.^, product-poduct 
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PAYMENT TO RESEARCH SUBJECTS 


The Institutional Review Board (IRB) should determine that the risks to subjects are reasonable in 
relation to anticipated benefits [21 CFR 56.1 1 1(a)(2)] and that the consent document contains an 
adequate description of the study procedures (21 CFR SO 2S(a)( 1 )] as well as the risks 
(21 CFR 50.2S(a)(2)] and benefits [21 CFR 50.25(a)(3)l. It is not uncommon for subjects to be 
paid for their participation in research, especially in the early phases of investigational drug, 
biologic or device development Payment to research subjects for participation in studies is not 
considered a benefit, it is a recruitment incentive Financial incentives are often used when benefit 
to subjects is remote or non-existent The amount and schedule of all payments should be 
presented to the IRB at the time of initial review The IRB should review both the amount of 
payment and the proposed method and timing of disbursement to assure that neither are coercive 
or present undue influence [21 CFR 50.20]. 

Any payment should accrue as the study progresses and not be contingent upon the subject 
completing the entire study Unless it creates undue inconvenience or a coercive practice, 
payment to subjects who withdraw from the study may be made at the time they would have 
completed the study (or completed a phase of the study) had they not withdrawn For example, in 
a study lasting only a few days, an IRB may find it permissible to allow a single payment date at 
the end of the study, even to subjects who had withdrawn before that date 

While the entire payment should not be contingent upon completion of the entire study, payment 
of a small proportion as an incentive for completion of the study is acceptable to FDA, providing 
that such incentive is not coercive. The IRB should determine that the amount paid is reasonable 
and not so large as to unduly induce subjects to stay in the study when they would otherwise have 
withdrawn All information concerning payment, including the amount and schedule of 
payment(s). should be set forth in the informed consent document. 


Also see FDA Information Sheets "A Guide to Informed Consent Documents" and "Recruilinu 
Study Subjects ' 


TA6 d 


hDA Informaliriii .Shci‘l> 


- tv - 


Ovlnhcr /. /VVi 



152 


Mr. Burton. Mr. Foster, you can remain seated and, Mrs. Foster 
and Dr. Vukov, would you please stand and raise your right hands? 

[Witnesses sworn.] 

Mr. Burton. Mr. Foster, why don’t you pull the microphone close 
to you. Oh, Mrs. Foster, you’re going to speak for your husband? 

Mrs. Foster. Yes. 

Mr. Burton. OK. Would you pull the microphone close to you, 
please, then. And a little bit closer, if you would. And if you’d pro- 
ceed with your opening statement. 

STATEMENTS OF BARBARA FOSTER, ACCOMPANIED BY JOE 

FOSTER, CLINICAL TRIAL PARTICIPANT; AND JUDITH 

VUKOV, M.D., PSYCHIATRIST 

Mrs. Barbara Foster. All right. Thank you very much for allow- 
ing me to be here today. I’m grateful for the opportunity. I wish 
my husband could speak for himself, but I’m going to read this 
statement about what happened to him. 

Prior to 1996, my husband had spent most of his adult life build- 
ing a career in the real estate business. During most of the 1970’s 
and 1980’s, he was president and part-owner of Century 21 of 
North Texas, Oklahoma, and Arkansas. After selling that company, 
he spent most of his time upgrading and developing his real estate 
properties in Texas and southern C^ifomia. 

During the 1990’s, the market suffered substantially, but he 
fought the good fight and by 1996 real estate generally, and my 
hu^and’s real estate interests in particular, had turned the corner 
and the future was bright. 

We had a nice home in Lake Forest with our son Joseph, who 
attended the local high school. 

In October 1996, Joe made a decision that changed the rest of 
his life and my life. Joe read am advertisement soliciting individ- 
uals with high blood pressure to assist in the evaluation of a new 
drug to help people like him. He was interested enough to tele- 
phone the Anaheim Heart Research Institute, which was conduct- 
ing a test of a new drug to control blood pressure made by Bristol 
Myers Squibb Co. 

After telephoning the Institute on October 18, 1996, Joe was in- 
vited to come to the Institute for further discussions. Dr. Melvin 
Tonkon was the chief clinical investigator for this test. Both Joe 
and I went to Dr. Tonkon’s office on October 22, 1996, and Joe had 
a brief physical examination administered by Dr. Tonkon’s staff. 
Joe was then told that he qualified for the research on the basis 
of that medical examination. He was instructed to stop taking 
Lotensin, the medication that he had been taking to control his 
high blood pressure, and to begin taking the pills which Dr. 
Tonkon’s office gave him. During that interview, Joe was assured 
that the research had been approved by, and was controlled by, the 
Food and Drug Administration, and that if anything happened to 
him as a result of his participation in this study, his health care 
needs would be looked after and paid for by the company which 
made the drug. 

Six days after becoming a participant in this study, Joe suffered 
a major heart attack, followed by a debilitating stroke. Immediately 
prior to the heart attack, when he was feeling weak and sweaty 
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and had a pain in his arm, I called Dr. Tonkon and he said that 
I should either take Joe to his office or go to the emergency room. 
I took Joe to the emergency room since Dr. Tonkon’s office was 
about an hour’s drive from my home. Joe remained in the hospital 
for 26 days and I really doubted that he would come out alive. Fol- 
lowing that, he was transferred to a nursing home where he spent 
28 days and then was put back into the hospital for 31 days. Joe 
was then forced to go home since we could no longer pay for the 
hospital costs and had no insurance. 

After Joe’s heart attack, I spoke to Dr. Tonkon. Dr. Tonkon told 
me that he and the drug company had no responsibility because 
Joe had been given a placebo. In other words, Joe received no medi- 
cation at all, and therefore, the doctor said he had no responsibil- 
ity, even though he had taken Joe off of his medication which had 
been prescribed by Dr. Luppi, Joe’s prior physician of many years. 
In fact. Dr. Tonkon had represented that he would confer with Dr. 
Luppi to make sure that Joe’s participation in the study was safe, 
but I subsequently found that he never did so. 

In a later conversation. Dr. Tonkon told me he had just reviewed 
Joe’s records and that Joe should never have been accepted into the 
study in the first place. On two occasions, I was also told by Dr. 
Tonkon’s office to immediately send back the pills they had given 
Joe. Had Joe known that Dr. Tonkon was given him nothing to re- 
place his medication, which had kept his high blood pressure under 
control in the past, Joe would never have agreed to the test, nor 
would I have let him do so. 

During Joe’s interviews with Dr. Tonkon’s representatives, he 
and I were told that the U.S. Food and Drug Ateiinistration had 
approved the test methods as well as the drug he would be ^ven 
during the test and we relied upon the reputation and integrity of 
the Food and Drug Administration in agreeing to assist in the test. 
Joe and I were lead to believe that in so doing, he would be looked 
after by the Food and Drug Administration, the drug company that 
made the product, and by Dr. Tonkon himself. 

Instead of looking after him, all three of those entities have run 
from Joe. After permitting Bristol Myers to use its name to induce 
Joe and many others to participate in this study, the Food and 
Drug Administration has done nothing to remedy this situation or 
help Joe. In fact, they have refused to produce documents of any 
type relating to this FDA-approved study, notwithstanding Joe’s 
Freedom of Information Act request for that information. 

After permitting Bristol Myers and Dr. Tonkon to hold them- 
selves out as FDA-approved physicians and health care providers, 
the FDA has done nothing to cause them to provide health care as- 
sistance to Joe or to protect others from suffering the damage that 
their actions have caused Joe. 

After telling Joe that he would speak with his physician who had 
prescribed the medication Joe was on before taking him off his 
medication, we now find that Dr. Tonkon never did so. 

After giving Joe a medical examination. Dr. Tonkon did not wait 
for test results which should have disqualified him from participat- 
ing in the tests. And after Dr. Tonkon received those results, he did 
nothing to inform us of the health risks involved. 
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After initially advising our lawyers that Bristol Myers had 
agreed to pay all of Joe’s medical bills, Dr. Tonkon now says he 
never told them that. 

After telling Dr. Tonkon that they would reimburse Joe for his 
medical expenses, Bristol Myers has refused to do so. 

Since joining in the Bristol Myers research and suffering the re- 
sulting heart attack and stroke, Joe’s life is forever changed. Our 
business is bankrupt because he can no longer run it. Our son Joe 
cannot continue his education because we cannot afford it. There 
are over $240,000 in unpaid medical bills. Joe cannot get the medi- 
cal care he needs because we cannot afford it. He can no longer 
drive a car, nor walk across a room alone. When he does use a 
walker, he can only go 30 or 40 feet before he must sit and rest. 
He is often reduced to needing bottled oxygen so that he can 
breathe properly. Joe will never be able to play with our son Joe, 
earn a living, mow the yard, or even take an evening walk with 
me, as we used to do. All of the things in which he took so much 
pleasure in the past are gone forever. 

[The information referred to follows:] 
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Mrs. Barbara Foster. And Joe has just a little bit he’d like to 
say, please. 

Mr. Joe Foster. I simply would like to let you know that, you 
know, the FDA, under their regulations with Dr. Tonkon and Bris- 
tol Myers, that they would no longer allow someone to be treated 
like me, giving them nothing. And because of this, you know, they 
can’t do anything for me, but they could stop this in the past with 
anybody else in the condition that I’m being put in. 

Mr. Burton. Thank you, Mr. Foster, Mrs. Foster. Dr. Vukov, 
would you like to make an opening statement? 

Dr. Vukov. Yes, Mr. Chairman and members of the committee, 
I thank you for the opportunity to tell you of a tragedy in my life 
that I learned is all too common in the field of scientific research. 

My name is Dr. Judith Vukov, and I am not only a grieving 
mother, but also a practicing psychiatrist and a provider of FDA- 
approved psychiatric drugs. My 25-year-old daughter, my only 
child, died years ago, which was 54 days after entering the 
clinical trials for Resperidone versus Haldol. The trials were spon- 
sored by Jansenn Pharmaceuticals and conducted by a team of doc- 
tors from UCLA at one of the State hospitals in California. The 
clinical trials were headed by a supposed renowned researcher. Dr. 
Robert P. Liberman, who was also the head of schizophrenic re- 
search at the Veterans Administration in Los Angeles and at the 
Neuropsychiatric Institute at UCLA. 

The unofficial death certificate states that my daughter died of 
aspirin toxicity and undue delay in diagnosis and suicide. In my 
opinion and that of many others, this was a quick and superfici^ 
explanation of why and how my daughter died. The emergency 
room notes, the urgent care notes, and the sparse notes from Unit 
45, the research unit, serve to document that Abby was not only 
the victim of egregious medical malpractice at the emergency room 
and the urgent care, but also the unwitting victim of fraud, mis- 
representation, and neglect by the research staff of Unit 45. 

Abby died because she was placed at risk as a research subject. 
And even when her condition became life-threatening, she was ne- 
glected and abandoned. The research records revealed there was no 
attempt to intervene either medically or psychiatrically. The re- 
search staff, in an attempt to cover up their responsibility for her 
death, have stated on numerous occasions that Abby took 300 aspi- 
rin while she was in my care in approximately an hour and a half, 
and even attempted to deny that she was a subject of research and 
to this day they still deny it. 

Last year, I requested a full Federal review of Abb/s research 
experience, and I have requested that the FDA place a moratorium 
on all research involving human psychiatric subjects at UCLA, the 
Veteran’s Administration, and Jansenn — and those sponsored by 
Jansenn Pharmaceuticals until a thorough Federal investigation 
could take place. I have heard nothing from the FDA. I did receive 
one phone call saying that they would get back to me. 

There was an investigation by the California Department of 
Health Services. Among some of the complaints that they cited, 
there were no doctors or nurses caring for my daughter during the 
last 18 days of her life. The only people there apparently were 
aides, garbage men, and a social worker. 
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No. 2, the research team misrepresented Unit 45 as an acute 
care unit when in fact it was licensed as an intermediate care facil- 
ity, which is also known as a group home, which has a much lower 
standard of care. But even at this lower standard of care, these 
people broke the State health code. 

No. 3, they noted that she had been administered Tylenol 13 
times by the non-professional staff during the last week of her life 
and there were no physician notes explaining why or for what rea- 
son. There was also no treatment plan done during any of the 54 
days. 

A further indication of the quality of care on Unit 45, on the 
night that Abby lay dying 15 miles from the research unit, the re- 
search staff recorded her as alive and well and in bed. Additionally, 
it appears from information received in a Freedom of Information 
request that the research team adjusted her — changed her diag- 
nosis to fit the protocol requirements and ignored her long medical 
history, which I had provided to them. 

The FOI request revealed that. No. 1, to be included in the re- 
search, one must have a clear-cut diagnosis of schizophrenia. The 
UCLA team ignored their own findings and those of many previous 
doctors which were consistent with a mood disorder and tne diag- 
nosis of many previous psychiatrists sind labeled her schizophrenic. 
So — I believe so they could use her in the program. 

No. 2, the subject should not have been diagnosed with a 
neurologic condition. Abby had Tourette’s Syndrome, Sydenham’s 
Chorea as a child; and, 1 month prior to admission to Unit 45, she 
had been assaulted and had suffered a head injury on two occa- 
sions. 

When Abbys condition deteriorated and dramatically changed for 
the worse, as documented by the sparse records I was able to un- 
cover, instead of reverting to standard practice, the researchers uti- 
lized behavior modification and “shunning,” a practice which had 
been outlawed by Los Angeles Patient’s Rights years before. 

After her death, the UCLA research team disavowed Abby as a 
research subject. However, under the Code of Federal Regulations, 
altering her medication for the purposes of research automatically 
placed her in the research. 

For Abby, the quality of care was more than deficient. My daugh- 
ter was abandoned through neglect and traumatized by their par- 
ticular brand of research. The attitude of the UCLA team to my 
daughter’s death and the findings of the investigations can be 
summed up in a statement by the head of the team during a fact- 
finding event. When asked if he kept reports about Abb/s death, 
he said, “If I saved all the material that came across my desk, 
there wouldn’t be any room for me to sit down.” Thus, the findings 
about my daughter’s tragic death only filled his wastebasket. 

Speaking now as a psychiatrist, I once believed that research 
subjects received the best care because the information passed on 
as facts to us in the field is what we base our informed decisions 
on. I now use every new drug with trepidation, knowing that what 
was uncovered in the investigation of Abbys death and that of oth- 
ers is systemic and pervades all levels of the research community. 

Let me add. I’ve spent about 4,000 hours investigating this — ^my- 
self and with some other people, because it was very, very difficiilt 
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to even get to square one. Abb^s case was pivotal in the L.A. Coun- 
ty Department of Mental Health decision to bar all conservatees 
from participation in research of any kind in that county or L.A. 
County conservatees. To sum up my feelings and those of others, 
the L.A. Patient’s Rights Group said to me that if this had hap- 
pened in a private hospital under their jurisdiction, they would 
have shut it down. 

Mr. Chairman, I am convinced that my daughter was only one 
of potentially thousands of mentally ill patients who have had ad- 
verse reactions and/or death due to clinical research and then were 
simply abandoned and never reported to the FDA or to the Na- 
tional Institute of Mental Health. Let me also add that scientific 
research must continue, of course. I rely on it for my patients. But 
it is imperative that the protection of the human subject comes 
first, over and above the outcome of the research. 

No. 2, and I also believe that, once it becomes known that there 
has been fraud or scientific misconduct, that group should no 
longer be receiving funds from NIMH or FDA. 

Thank you. 

[The prepared statement of Dr. Vukov follows:] 
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Mr. Chairman and Members of the Committee, I thank you for the 
opportunity to tell you of a tragic occurrence In my life that, I have learned. 
Is all too common. In the field of scientific research. 

My name is Judith Vukov, and I am not only a grieving mother but 
also a practicing psychiatrist and a provider of FDA approved psychiatric 
drugs. My twenty-five year-old daughter, Abby, died four and a half years 
ago. Fifty four days after entering the clinical trials for Resperidone versus 
Haldol, sponsored by Jansenn Pharmaceuticals and conducted by a UCLA 
team of researchers at the world renowned Camarillo State Hospital 
ResearchUnit 45, a satellite of UCLA/NPI. The clinical trials were headed 
by Dr. Robert P. Liberman who was also the head of schizophrenic 
research at the Los Angeles Veterans Administration and Neuropsychiatric 
Institute/ UCLA. 

The official death certificate states that she died of aspirin toxicity 
and UNDUE DELAY IN DIAGNOSIS. In my opinion and that of many 
others this was a quick superficial explanation of why and how my 
daughter died. The emergency room notes, the urgent care notes and the 
sparse notes from Unit 45 serve to document that Abby was not only the 
victim of egregious medical malpractice at the emergency room and the 
urgent care but also the unwitting victim of fraud, misrepresentation and 
neglect by the research staff of Unit 45. 

Abby died because she was placed at risk as a research subject and 
even when her condition became life-threatening she was neglected. The 
research records revealed that there was no attempt to intervene either 
medically or psychiatrically. The research staff, In an attempt to cover up 
their responsibility for her death have stated on numerous ocassions that 
Abby took 300 aspirin while she was in my care, and even attempted to 
deny that she was the subject of research. 

Last year I requested a full federal review of Abby’s research 
experience and I have requested that the FDA place a moratorium on all 
research involving human psychiatric subjects at UCLA, the Veteran’s 
Administration and Jansenn Pharmaceuticals until a thorough federal 
investigation can take place. I have heard nothing from the Food and Dmg 
Administration. 
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An investigation by The California Health Department revealed in part that; 

(1 ) that there were no nurses or doctors caring for my daughter during 
the last 18 days of her life; 

(2) that the research team misrepresented Unit 45 as an “acute care 
unit' when in fact it was an “intermediate care faciiity' aiso known as 
a group home; 

(3) that she had been administered Tylenol thirteen times by the non- 
professional staff during the last week and that there were no 
physician notes explaining why; 

(4) that no treatment pian had been compiled during any of the 54 days 
she was residing on Unit 45. 

On the night Abby lay dying 15 miles from the research unit the night 
staff recorded her as alive and weli and in bed. Additionally, it appears 
from information received in a Freedom of Information request that the 
research team adjusted her diagnosis to fit the protocol requirements and 
ignored her extensive and serious medical history. 

The Freedom of Information request revealed that: 

(1) to be included in the research one must have a clear-cut diagnosis of 
schizophrenia. The UCLA team ignored their own findings which were 
consistent with a mood disorder and the diagnosis of many previous 
psychiatrists, and labeled her schizophrenic so that they could use her as 
a subject; 

(2) the subject should not have been diagnosed with a neurologic 
condition. Abby had Tourette's Syndrome, Sydenham’s Chorea and in the 
month prior to admission to Unit 45 she had been assaulted and had 
suffered a head injury on two occasions. 

When Abby's condition deteriorated and dramatically changed for the 
worse as documented by the sparse records I was able to uncover, 
instead of reverting to standard practice the researchers utilized behavior 
modification and “shunning' a practice which had been outlawed by Los 
Angeles Patient's Rights years before. 
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After her death, the UCLA research team disavowed Abby as a 
research subject. However, under the Code of Federal Regulations 
altering her medication for the purposes of research automatically placed 
her in the research. 

For Abby, the quality of care was more than deficient. My daughter 
was abandoned through neglect and traumatized by their particular brand 
of research. 

The attitude of the UCLA team to my daughter’s death and the 
findings of the investigations can be summed up in a statement by the 
head of the team during a fact finding event. When asked if he kept 
reports about Abby’s death he said “if I saved all of the material that came 
across my desk there wouldn’t be any room for me to sit down.” Thus the 
findings about my daughter’s tragic death only filled his wastebasket. 

Speaking now as a psychiatrist I once believed that research 
subjects received the best care because the information passed on as 
facts to us in the field is what we base our informed decisions on. Based 
on what I have learned since Abby's death, I use every new drug with 
trepidation knowing that what was uncovered in the investigation of Abby’s 
death and that of others is systemic and pervades all levels of the research 
community. 

Abby's case was pivotal in the Los Angeles County decision to bar all 
conservatees from participation in research of any kind. To sum up my 
feelings and those of others, the LA Patient's Rights group said to me that 
if this had happened in a private hospital under their jurisdiction they would 
have shut it down. 

Mr. Chairman, I am convinced that my daughter was only one of 
potentially thousands of mentally ill patients who have had adverse 
reactions to clinical research and then were simply abandoned and never 
reported to the FDA or to the National Institutes of Mental Health. There 
must be better monitoring systems in place to protect these people who 
are unable to protect themselves in the face of those who wish to promote 
the interests of science. 
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Mr. Burton. Thank you. Dr. Vukov. 

Let me just ask a few questions. 

First of all, Mr. Foster — if you can answer for your husband, 
Mrs. Foster — would you pull the microphone closer, please? What 
was your husband’s blood pressure problem before he went into 
this test? 

Mrs. Foster. He’d had high blood pressure. 

Mr. Burton. How high was it? 

Mrs. Foster. It was — sometimes it was 180/110. 

Mr. Burton. So, without his medication, his doctor thought he 
would be in real jeopardy? 

Mrs. Foster. Yes, that’s correct. 

Mr. Burton. And when he went to this clinical study did he in- 
form — I mean, they were aware that he had the high blood pres- 
sure problem, that’s why they allowed him in? 

Mrs. Foster. Yes. He was on a medication that was not control- 
ling his blood pressure very well. In fact, he tried several different 
medications in the past 2 or 3 years, and so he was hopeful that 
this new drug that he was going to be trying would help control 
his blood pressure better than what he was talung. 

Mr. Burton. Were you led to believe that the pills that were 
given to him were blood pressure medication? 

Mrs. Foster. Oh, yes. 

Mr. Burton. You didn’t have any idea that they were a placebo? 

Mr. Burton. Had no idea whatsoever. 

Mr. Burton. Until he had the stroke and the heart attack? 

Mrs. Foster. That’s correct. 

Mr. Burton. I see. Dr. Vukov, you signed a consent form, I 
guess, for your daughter to be admitted? 

Dr. Vukov. Yes. 

Mr. Burton. I see. Now 

Dr. Vukov. My daughter also signed it, violating the terms of her 
conservatorship. 

Mr. Burton. I see. You were aware of the kind of medication 
that they we’re giving her? 

Dr. Vukov. That I thought they were giving her. 

Mr. Burton. So you had no idea what they were giving her? 

Dr. Vukov. Well, in the chart it said — there’s a statement about 
placebo washout. Now I’m wondering if she was actually on medi- 
cation. 

Mr. Burton. So you don’t know? You have no way of knowing 
whether she was given a placebo or actually medication to help her 
with her problem? 

Dr. Vukov. When we tried to get the research records, we only 
got six pages, most of which were empty. And I know for a fact that 
there are many more pages because I sat with one of the research 
assistants and gave her a huge history on my daughter. And I 
called the APA even, and they said, “Oh, the researchers never give 
up their records.” So I don’t know. 

Mr. Burton. But you have asked the FDA and the relevant 
agencies for any bit of information that you could get on your 
daughter? 

Dr. Vukov. I didn’t ask them to get me information on her. I 
wrote them a long letter last fall requesting an investigation — I 
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mean, you know, like a 10- or 12-page letter — and then I heard 
from the doctor that I wrote it to by phone and then he never got 
back to me. He said, “Why didn’t you call me sooner?” Well, nobody 
knows who called him sooner because there’s no information. I 
was — I’m a psychiatrist and I was stumbling around for a year and 
a half until I met the group that Adil Shamoo is involved with. 

Mr. Burton. I see. 

Dr. VUKOV. And then, finally, things began to click and it all — 
you know, it started falling into place. Because I kept asking for 
records from the hospital, and even the hospital records were insuf- 
ficient, and I didn’t realize it was because I was looking for my 
kind of records when they didn’t produce many records. 

Mr. Burton. I see. 

Mr. Foster, you signed an informed consent form, right? 

Mr. Foster. No. 

Mr. Burton. When you went into the program? 

Mr. Foster. No. 

Mr. Burton. You did not sign an informed consent form? 

Mr. Foster. No, I didn’t. 

Mr. Burton. They put you into the program without you signing 
any form? 

Mr. Foster. That’s right. 

Mr. Burton. And they didn’t tell you that you might be taking 
something other than a medication that would help your blood 
pressure? 

Mr. Foster. No, they didn’t. 

Mr. Burton. Did the doctor that you were talking to explain to 
you that there are risks you might be facing during these trials, 
these clinical trials? 

Mr. Foster. No, he didn’t. 

Mr. Burton. Did he tell you that there’s a possibility that if you 
were taking something other than the medication that you were on 
that you might have a heart attack or a stroke? 

Mr. Foster. No. 

Mr. Burton. He didn’t tell you any of that? 

Mr. Foster. No. 

Mr. Burton. What did he tell you? 

Mr. Foster. He didn’t tell me anything. 

Mr. Burton. Well, he must have told you something, I mean, 
when you’re 

Mr. Foster. He spent two to 3 minutes with me at the most, and 
he was obviously in a hurry and he just buzzed through and said 
to his assistant, “Take care of him.” 

Mr. Burton. OK. And what did the assistant do then? 

Mr. Foster. The assistant gave me the pills and I went away 
and I took them, and they said, “Fill out the forms and we’ll go 
over them when you come back.” 

Mr. Burton. They said, ‘Take the pills” 

Mr. Foster. And I never came back. 

Mr. Burton. They said, ‘Take the pills and go off of your other 
medication.” 

Mr. Foster. Yes. 

Mr. Burton. And he didn’t go into any details about the possible 
problems that you might encounter during this 



164 


Mr. Foster. No. 

Mr. Burton. I’m sure, if you knew you might have been at risk, 
you wouldn’t have taken those pills. 

Mr. Foster. That’s right; I wouldn’t have. 

Mr. Burton. You would have stayed with your current medica- 
tion. And you said right now that your medical bills are how much; 
$240,000? 

Mr. Foster. That’s the accumulation of, you know 

Mr. Burton. And you don’t have the ability to pay those? 

Mr. Foster [continuing]. Months in the hospital and the clin- 
ic — 

Mr. Burton. OK. Well, we’ll ask the FDA after a bit, how they 
deal with these sorts of problems. I think that’s all I have. 

Mr. Cummings. 

Mr. Cummings. Thank you veiy much. First of all, I want to say 
to all of you how sorry I am. I think the loss of a child is one of 
the most horrendous things one can ever experience and I’ll tell 
you, I just listened to your stories, but I’ve heard similar stories in 
my district. 

To Mr. and Mrs. Foster, I feel a special kinship to you because 
I’ve suffered from high blood pressure for 25 years. My blood pres- 
sure, at one point, was 180/130. I’m lucky to be here. And so, I owe 
you a special — ^by the way, it’s normal now. It’s like 120/88, thanks 
to medicine. But I want to — I owe a special debt to you for trying 
to do something to make a difference, and I’m so sorry that you 
had to suffer because of this. But I want you to understand that 
I ^preciate what you tried to do. 

Doctor, can you help me? I need some help from you, because you 
seem to know a lot about this. Tell me, why do they use placebos? 

Dr. VUKOV. I think it’s so there will be one clear-cut case of no 
medicine, no drugs. But placebos all have effects — everybody knows 
that in psychiatry — versus the medication that they’re giving. 

Mr. Cummings. So is it supposed to be like 

Dr. VuKOV. A virgin territory. 

Mr. Cummings. So is it supposed to be like a psychological thing 
where you think you’re taking something to make you better 
and 

Dr. VuKOV. Well, I think they have to eliminate that part from 
bhe research data. 

Mr. Cummings. So 

Dr. VuKOV. I call it “the psychological issues.” 

Mr. Cummings. And in my dealings with — I practiced some medi- 
cal malpractice law, and by the way, you all are evidence as to why 
we need to keep medical malpractice intact, but in my experiences 
there was always some kind of Institutional Review Board that 
looked at these kinds of things, and I’m just trying to figure out 
where those Institutional Review Boards come in with regard to 
approving trials and things of that nature. How does that 

Dr. VUKOV. Well, there is an Institutional Review Board called 
‘Friends West,” but I saw no evidence that it did anything. I mean, 
the condition of care on that unit was so horrendous, after I found 
5ut what had happened, that I don’t think they were there. 

Mr. Cummings. And in the hospitals where I have represented 
doctors it seemed as if there was a genuine concern that the local 
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folk wanted to have a certain level of control, as opposed to the 
FDA, and I guess that’s what I’m becoming a little bit confused at, 
too, as to where does the FDA, where do you see the FDA respon- 
sibility in this whole episode, say with regard to your daughter? 
How does it play? I am just curious. 

Dr. VUKOV. Where is the funding coming from? 

Mr. Cummings. Funding. 

Dr. VUKOV. This group is still, according to the Internet, the 
NIMH Internet website, they’re still receiving million-plus grants 
every year, unchecked. And I think that the FDA has got to get in 
there and stop the funding as soon as there’s any indication of 
fraud. I mean, L.A. County stopped sending their conserved pa- 
tients to research. That should have sent up a flag, for heaven’s 
sakes. Even Channel 7 was there, or Channel 5 or something. And 
it was reported in the psychiatric newspapers and it was reported 
in the L.A. Times. 

Mr. Cummings. You said something a little bit earlier that I 
found interesting and actually it’s what sparked my question. You 
had said that you don’t think that they ever reported certain things 
to the FDA, is that right? 

Dr. VUKOV. Well, if they — they claimed to every Federal — every 
State agency that she was not a research subject. The moment she 
died she was not a research subject. So then they don’t have to re- 
port it to the — I would think that they don’t have to report it to 
the FDA then. If in their head they make her a non-subject, then 
she’s not under their jurisdiction. Their grant is saved. 

Mr. Cummings. Now, so, you’re saying that the funding, well, 
like a drug study, comes from the FDA or does — I mean, where 
does a drug company play a role in all of that? I’m just curious. 

Dr. VUKOV. Well, for a new clinic — ^for a clinical trial on a new 
drug study — this was a new drug that hadn’t been OKed by the 
FDA. The FDA has to be involved because it’s an experimental 
drug 

Mr. Cummings. OK. 

Dr. VUKOV [continuing]. That she was supposed to get, but she 
never got. So that’s where they’re at. I mean, they’re the ones 
that — they’ve set up the guidelines; there are the Federal guide- 
lines; there are the State guidelines, and they seem to match to 
me. So they should be thoroughly involved, and especially when 
there’s a major issue like death. 

Mr. Cummings. Thank you very much. I see my time is up. 

Mr. Burton. Mr. Cox. 

Mr. Cox. Thank you. 

Dr. Vukov, I, too, extend my sincerest apologies for all that 
you’ve been through to the extent that the Federal Government in 
any way contributed to it. I agree with my colleague from Balti- 
more; I can’t think of an 3 d;hing worse for a parent, i^d I appreciate 
your willingness to come here and tell your story and assist us in 
our oversight capacity in Congress. 

You indicated in your testimony that you requested help from the 
FDA, that you requested a review of Abb^s research experience, 
that you went further and asked them to place a moratorium on 
all research involving humein psychiatric subjects at UCLA, the 
Veterans Administration, and Jeuisenn Pharmaceuticals until that 
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investigation had taken place. On the minimal request for review 
of Abbys case, what was the FDA response? 

Dr. VuKOV. A phone call. 

Mr. Cox. What happened in that phone call? 

Dr. VuKOV. Well, he said, “Doctor” — I think it was Dr. Robert 
Johnson; he said that he just wanted me to know that he was — 
hadn’t forgotten about me. That was it. 

Mr. Cox. Was there any followup beyond that? 

Dr. VuKOV. I have no idea. I sdso wrote to OPRR 2 years ago, 
or maybe 3 years ago now — Office for Protection from Research 
Risks — and they sent me a letter saying that — outlining how you 
can tell when somebody’s in research in the Code of Federal Regu- 
lations, and that if they adjusted your medication for purposes of 
research, she was in the research. But then, that was it. And then 
they called, or I called them, and they said that they couldn’t — the 
person charged with doing the investigation had a relative on the 
IRB at Friends West. So they had to wait until there was somebody 
new. And then the new person called and said that, “Well, the new 
person was pregnant and left, and then another new person came 
along, and that one had surgery,” and that’s the last I heard. 

Mr. Cox. Mrs. Foster and Mr. Foster, if I could join my col- 
leagues on both sides of the aisle here also in telling you how sorry 
I am at what has befallen both of you and the rest of your family. 
And I’m sorry, too, that so much of this seems to be not only some- 
thing that involves the Federal Government, but going on in south- 
ern California at UCLA, in your case, Anaheim. That is obviously 
circumstantial, but it makes me even more connected to what’s 
going on here. 

You stated in your testimony, Mrs. Foster, that, quote, ‘The Food 
and Drug Administration has refused to provide documents of any 
type relative to this FDA-approved study,” and I take it you mean 
they’ve refused to provide that to you. 

Mrs. Foster. Yes. 

Mr. Cox. Notwithstanding that, you’d made a Freedom of Infor- 
mation Act request for that information. Can you elaborate? Has 
the FDA provided you with anything at all in response to your re- 
quest for information about this study? 

Mrs. Foster. I’m not certain. The last I heard, they had not. Let 
me just check. 

Mr. Cox. And how long have you been seeking this information? 

Mrs. Foster. Six months. 

Mr. Cox. Oh, and I’m sure you’ve had a chance at some point 
over the years to talk to legal counsel about this issue. First of all, 
is that assumption correct? 

Mrs. Foster. Yes, that’s true. 

Mr. Cox. Have they told you whether there is any putative legal 
basis upon which the FDA would deny you this information? 

Mrs. Foster. No, they haven’t made that clear. 

Mr. Cox. Have you had a chance to hear, as Dr. Vukov did, from 
the FDA by telephone? Have they called you up to tell you their 
concerns? 

Mrs. Foster. No. 

Mr. Cox. Have you called them? 

Mrs. Foster. I have not, no. 
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Mr. Cox. OK. Let me ask another question on the same subject. 
Dr. Vukov, you stated that, in your testimony, “the head of the 
team,” without identifying the head of the team, when asked if he 
kept reports about Abb/s death said, quote, “If I saved all the ma- 
terial that came across my desk, there wouldn’t be any room for me 
to sit down.” Is that Dr. Liberman? 

Dr. Vukov. Yes. 

Mr. Cox. And I teike it that your request of him not only at that 
moment, but forever after, has gone unrequited. He has not an- 
swered your request? 

Dr. Vukov. This was in deposition for the medical malpractice 
case and — against the Emergency Room and the Urgent Care. No- 
body would sue the drug company. He indicated that he didn’t re- 
member the names of the agencies that had sent the reports to him 
that he had read and then destroyed. So, that was the end of it. 
We’ve got that on tape, by the way. 

Mr. Cox. Mr. Chairman, could I have unanimous consent to ask 
another question? 

Mr. Burton. You got it. 

Mr. Cox. Mrs. Foster, you just testified that you and your hus- 
band relied upon the reputation and integrity of the Food and Drug 
Administration in agreeing to the test. If the Food and Drug Ad- 
ministration had not been involved, what might you have done dif- 
ferently? If you hadn’t thought this was a feder^ly supervised en- 
terprise, what precautions might you have taken that you didn’t 
take? 

Mrs. Foster. You know, it’s difficult to say that now knowing 
what I know. I hope I would have turned around and walked out. 
But when you see that the Federal Government is involved in 
something, you tend to trust. I mean, that’s the way I grew up, 
trusting the Government. I was an Army brat and my entire life 
was governed by the Federal Government. And so, when I saw 
FDA, I knew that they approve drugs and disapprove drugs and 
this was a good thing. This was not something I was concerned 
about. 

Mr. Cox. And is it safe to say that you thought of FDA as a 
brandname, sort of like Bristol Myers, and you trusted it? 

Mrs. Foster. No, I thought of the FDA as part of my Govern- 
ment that looked out for me. 

Mr. Cox. So even stronger than a brand name like Bristol 
Myers? 

Mrs. Foster. Oh, absolutely. 

Mr. Cox. And as a result, you were not as cautious as otherwise 
you might have been? 

Mrs. Foster. I think that’s perfectly true. 

Mr. Cox. I thank you, and I thank the chairman. 

Mr. Burton. Thank you, Mr. Cox. 

I really appreciate all of you coming in. It’s always sad to hear 
the tragedies that people encounter; I’m sure the people at the FDA 
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feel empathy for the tragedy that has befallen you. What we’re try- 
ing to do is find out why it happened, to try to make sure that 
those sorts of things don’t happen in the future. So, Dr. Vukov, we 
appreciate your being here. 

Dr. Vukov. Thank you. 

Mr. Burton. And Mrs. Foster and Mr. Foster, we appreciate 
your being here. 

[The information referred to follows:] 
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633 No. C«ntra( Avenue 
Glendale, CdHomka 
81M56>3207 
Fax:\818-e56-1180 


May 18. 1998 


Representative Burton 
Chairman 

Government Reform and Oversight Committee 
2157 Rayburn HOB 
Washington, D.C. 20515 


Dear Representative Burton: 

Thank you for inviting me to participate in the bearing entitled Clinical Trial Subjects: Adequate 
FDA Protections . I would like to take this opportunity to more clearly summarize my testimony 
presented at the hearing and discuss ways to improve the safety of human subjects in this counUy. 

( 1 ) My daughter’s case was pivotal in the Los Angeles County Department of Mental Health 
decision to slop participation of all Los Angeles County conservatees in research of any kind. 

(2 ) Dr. Robert Liberman ‘s FDA- approved research, Risperdal versus Haloperidol at Camarillo 
State Hospital in July, August and September 1993, violated state and federal law. 

( 3 ) According to the web site for The National Institute of Mental Health, Dr. Liberman has 
continued to receive at least 1 3 million dollars in grant money from the NIMH each year since my 
daughter died. 

( 4 ) My daughter was not considered suicidal by any psychiatrist before she entered the 
UCLA/Camarillo Research program at Camarillo State Hospital. 

( 5 ) Under oath, IDr. Liberman admitted that he discarded agency reports and memos regarding my 
daughter’s death indicating to me and others that he has no interest in preventing future tragedies or 
investigating their part in ^is tragedy. 

( 6 ) Dr. Liberman’s group and other responsible California parties continue to deny that my 
daughter was a research subject at the time of her death. They have, it seems, reinterpreted the 
Code of Federal Regulations regarding the identification and protection of human subjects. 

( 7 ) The summer before my daughter died Dr. Liberman’s research group was cited by OPRR for 
defective Informed Consents. I Mieve we were provided with similar ones for the Risperdal 
versus Haloperidol research. 
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( 8 ) To date, I have been given only six pages of research records most of which were almost 
blank regarding my daughter. These records should be available for investigation when a tragedy 
occurs The hiding or possibly destruction of the records only serves to further illustrate how the 
refused to cooperate in my personal investigation and in the legal investigation of why and how my 
daughter died. 

In summary, the rules and regulations for protection of human subjects seem to be adequate, 
however, if they are not enforced, they are useless and the subjects go without protection. In my 
daughter’s case itappears that only LA County Department of Mental Health was the only 
government agency that Issued an appropriate response to the information uncovered by myself 
and others including the California Depart of Health Services. 

It is imperative that the federal government enforce the Code of Federal Regulations regarding 
human subjects. I would suggest again that when a tragedy occurs ( 1 ) all federal grants which 
support the research be immediately withdrawn, ( 2 ) that the involved state and the research 
groups be subjected to intense scrutiny by an impartial board, not an IRB, ( 3 ) that when 
evidence of fraud is found that the federal government should sue the sponsors and the 
researchers, ( 4 ) that the federal government establish means to insure that the regulations are 
being carefully followed such as demanding that each subject ’s life be insured for $250, 000.00 ( 
5 ) that the federal regulations be rewritten to include oversight by an internist not employed by the 
sponsors or the researchers and ( 6 ) and that private lawyers be encouraged to sue for the subject 
and /or the family. 

It is now obvious that the disregard for human life is spilling over into the non-psychiatric 
community. 1 beseech you to consider my recommen^tions and respond to the needs of us all. 

I would appreciate it if you would include this letter in the Congressional Record with my 
testimony to the subcommittee. 


Sincei 




Juditl 


ikov.MD 
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Mr. Burton. And with that, we’ll bring our next panel up. Our 
next panel is Dr. Peter Lurie and Dr. Adil — I hope I pronounce this 
right — ^Adil Shamoo. Is that correct? Please approach the table. 
Would you both rise please? 

[Witnesses sworn.] 

Mr. Burton. I think we’ll start with you, Dr. Shamoo. You want 
to make an opening statement? 

STATEMENTS OF ADIL E. SHAMOO, RESEARCH SCIENTIST, 

REPRESENTING CITIZENS FOR RESPONSIBLE CARE IN PSY- 
CHIATRY AND RESEARCH; AND PETER LURIE, M.D., PUBLIC 

CITIZEN’S HEALTH RESEARCH GROUP, AND INSTITUTE FOR 

SOCIAL RESEARCH, UNIVERSITY OF MICHIGAN 

Mr. Shamoo. Yes. 'Thank you, Mr. Chairman. I’m Adil E. Shamoo 
from Columbia, MD. I’m here today to speak on behalf of thou- 
sands of vulnerable patients and their families not able or not will- 
ing to speak for themselves. I’m here to speak on behalf of Citizens 
for Responsible Care in Psychiatry and Research. As has been men- 
tioned, it was our organization which unearthed the use of fenflur- 
amine on unsuspecting children in New York. 

For the purpose of identification only, the following is a brief 
statement about my background and my involvement in this area. 
I’m a professor and former chairman of the Department of Bio- 
chemistiy and Molecular Biology at the University of Maryland’s 
School of Medicine in Baltimore, MD. For the past 10 years, I have 
been writing and speaking extensively on issues of ethics in re- 
search. I am the editor-in-chief of the journal, “Accountability in 
Research,” and have chaired five international conferences in the 
subject, with a sixth one next November. 

I would like to thank you, Mr. Chairman, and members of your 
committee, for giving me this opportunity to inform you of my per- 
sonal and my organization’s grave concerns regarding the current 
ongoing research practices of using vulnerable human beinp such 
as the mentally ill and children as human patients/subjects in 
high-risk experiments on placebo which cause them harm. 

Let me state at the outset that we support research with human 
subjects, but only if their basic human rights are fully respected. 
Mentally disabled individuals should only be used as research sub- 
jects when it’s in their best medical interest. Only under extreme, 
unique, and rare circumstances should this population be used for 
research without direct medical benefit to them, and only when 
there is minimal risk involved. 

Currently, uncomprehending patients and children are at the 
mercy of over-zealous psychiatric researchers who claim a “moral 
imperative” to conduct high-risk, painful experiments on the men- 
tally ill in the name of science. The attitude of current psychiatric 
researchers is not different from those who conducted the 'Tuskegee 
study. As shocking as it may sound, researchers believe individual 
subjects of research must be sacrificed for knowledge that will help 
future generations. 

The Minneapolis cases — allow me to give you an example of the 
neglect that occurs in the research on the mentally ill. Imagine If 
your daughter or sister or mother, who was known for 15 years to 
be suicidal, described to her caregivers exactly how she planned to 
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commit suicide. Imagine that you learned she had repeatedly stat- 
ed that she would commit suicide by jumping off a downtown 
bridge. Then imagine that your loved one was enrolled in a “wash- 
out” clinical trial for a new drug, Sertindole, to be a part of an FDA 
drug approval submission. She was enrolled in this study, which 
violated the terms of the protocol which states those who are suici- 
dal are excluded. She was not monitored by the researchers and 
proceeded to commit suicide by jumping off the very bridge that 
she identified to her caregivers. This happened in Minnesota just 
a few years ago, along with a second suicide, in a study that was 
regulated by the Food and Drug Administration. 

Testimonies of patients and their families — on September 18, 
1997, patients and families testified before the National Bioethics 
Advisory Commission, NBAC, that they are victims of therapeutic 
neglect, betrayal of trust, and institutional deception. The patients 
endured horrendous treatment in ill-conceived, highly speculative, 
dangerous experiments which clearly undermined the best medical 
interest of the subjects, often causing them profound harm. 

Mr. Chairman, many of these experiments are authorized and 
condoned by the FDA and not properly monitored by that agency 
or any other that has jurisdiction. These living witnesses represent 
countless others who have also been harmed and abused in experi- 
mental research but who remain silent. The families and patients 
testified that drug washouts and placebo experiments were con- 
ducted without disclosure of known risks, in other words, without 
informed consent. 

One, consent forms were often presented to subjects who could 
not understand them, and often presented after the experiments 
were already underway. 

Two, patient records were deliberately changed to fit experi- 
mental protocols. 

Three, patients’ medical and psychiatric conditions were allowed 
to deteriorate severely. 

Four, patients were subjected to illegal use of restraints. 

Five, patients were assaulted and injured by staff. 

Six, experimental drug withdrawal procedures led to a suicide at- 
tempt. 

Seven, one patient on a locked research ward was impregnated 
and then driven quickly to a clinic outside the institution to obtain 
an abortion. 

I believe this issue is of greater magnitude than the two well- 
known instances in our recent history — namely, the Tuskegee 
syphilis and the radiation exposure experiments. 

First, the sheer number of mentally-disabled victims who have 
been used in recent years without their informed consent surpasses 
the number of those who were victimized in the Tuskegee syphilis 
and the radiation exposure experiments. 

Second, unethical experiments with vulnerable, mentally-dis- 
abled human beings are being conducted now, as I speak to you. 
Mr. Chairman, when patients are taken off psychotropic medication 
to determine whether an investigational drug would be of benefit, 
their suffering is substantially greater than that of most other pa- 
tients. We need to find a better way to obtain these patients’ in- 
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formed consent. This question is critical, because it is the patients’ 
capacity for self-determination that is affected by their illness. 

When medications are abruptly withdrawn in a research proto- 
col, the relapse rate is as high as 80 percent. When is the risk to 
patients considered a sufficient deterrent to the researcher or to 
the Institutional Review Boards which routinely approve such pro- 
tocols? A schizophrenia relapse has serious, lasting, harmful con- 
sequences for the patient. It can even be life-threatening. 

Mr. Chairman, scientists know that in any study there are drop- 
outs, people who suffer consequences of the study and quit. Thus, 
it is particularly disturbing that in 88 percent of the studies we 
looked at, the researcher failed to report any dropouts during re- 
search and those that mention dropouts do not indicate the out- 
come or whereabouts of these human subjects. 

Although the suicide rate among individuals with schizophrenia 
is very high, 1 percent per year, according to NIMH, we discovered 
that not a single suicide was reported in 41 U.S. studies of thou- 
sands of patients over the past 30 years. This is in contrast to pa- 
tients’ and families’ recent testimonies that I just cited. This, of 
course, raises not only ethical concerns that patients have at- 
tempted or succeeded to commit suicide which has never been re- 
ported, but it also raises the issue of the integrity of the research 
data reported. Were these suicides or attempted suicides ever re- 
ported to IRB’s and other officials as required by the regulations? 
Why have FDA and OPRR not investigated unreported suicides 
and attempted suicides? 

To illustrate how out-of-touch the psychiatric community is with 
the abuses that they are committing, I will read a quote from a re- 
cent article in their literature. And I quote: Twenty-eight acutely 
psychotic patients with schizophrenia were recruited. All of the pa- 
tients in this study were capable of informed consent and entered 
voluntarily, end of quote. Mr. Chairman, a statement like this is 
counter-intuitive and plainly absurd. 

There is a belief among researchers that drug washout periods 
and placebo controls were mandated by the Food and Drug Admin- 
istration in drug trial studies. The FDA may come here today and 
tell this committee that placebo-controlled trials are not required 
by FDA. But as a matter of standard practice, FDA officials, and 
especially Dr. Temple behind me, publish and speak to the sci- 
entific community and strongly suggest the need for placebo-con- 
trolled studies, as well as washout periods where patients are 
taken off their medication. 

Drug companies who invest billions of dollars in research every 
year know to listen to what Dr. Temple and his colleagues are tell- 
ing them if they want their drugs to be approved. And these drug 
sponsors will continue to design trials with placebo arms that cause 
undue risk to patients until the FDA changes its approach. By in- 
fluencing this unethical research, FDA has gone far beyond its 
mandate and is promoting continued suffering among clinical trial 
subjects. 

Recommendations: Mr. Chairman, the exploitation of 

uncomprehending, mentally-disabled patients in high-risk, non- 
therapeutic research which offers no direct benefit to its subjects 
is a violation of fundamental human rights. In order to promote the 
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ethical use of vulnerable subjects in research, we offer the following 
recommendations. 

One, call for a moratorium of all non-therapeutic, high-risk ex- 
perimentation with placebo control with vulnerable populations 
and children which is likely to cause a relapse. Drug wash-out and 
chemically induced relapse studies should be outlawed. 

Two, all research trials involving human subjects should have 
independent oversight. 

Three, full disclosure of risks must be enforced. 

Four, a statutory mandate requiring that all adverse con- 
sequences suffered by human subjects during any part of a clinical 
trial, including the initial washout phase, should be immediately 
reported to the FDA or other appropriate regulatory agency. 

In closing, we ask the committee to investigate the unethical ex- 
ploitation of vulnerable human beings, especially children, who 
cannot give informed, voluntary, or comprehending consent, who 
are, nevertheless, subjected to experimental research studies and 
on placebo which are against their own best interests. We believe 
that such experiments on non-consensual persons violate fun- 
damental human rights. And I thank you, Mr. Chairman. 

[The prepared statement of Mr. Shamoo follows:] 
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I am Adil E. Sbamoo from Columbia, Maryland. I am here today to speak on 
behair of thousands of vulnerable patients and their families not able or not willing to 
speak for themselves. I am here to speak on behalf of Citizens for Responsible Care in 
Psychiatry and Research. For the purpose of Identification only, the following is a brief 
statement about my background and my involvement in this area. 

I am a professor and former chairman of the Department of Biochemistry and 
Molecular Biology at the University of Maryland, School of Medicine in Baltimore, 
Maryland. For the past ten years, 1 have been writing and speaking extensively on iisnes of 
ethics in research. I am the editor-in-chief of the Journal Accountability in Research. 

I have chaired five international conferences In the United States and in Europe on 
issues of Ethics in Research. The last such conference I chaired was on January, 1995 on 
“Ethics in Neurobiological Research with Human Subjects.” The conference consisted of 
43 scholars in ethics, psychiatric research, human rights, and advocacy. The conference 
proceeding is now in print For the past two years, I have been serving as a member of the 
“Research Working Group” appointed by the Maryland Attorney General’s Office to 
propose legislation extending health care decisions Act to research subjects. My comments 
are based on analysis of tens of research studies published In the past thirty years in 
various journals worldwide with special attention to those conducted in the U.S. 

1 would like to thank you Mr. Chairman and members of your Committee for giving 
me this opportunity to inform yon of my personal and my organizations grave concerns 
regarding the current ongoing research practices of using vulnerable human beings snch 
as the mentally ill as human patients/subjects in high risk experiments on placebo which 
cause them harm. 

Let me state at the outset that we support the use of human subjects in research, but 
only if their basic human rights are fully respected. 

The basic principle ought to be that individuals should only be used as research 
subjects when it Is In their best medical interests. Only under extreme, unique and rare 
circumstances should we use this population for research without direct medical benefit to 
them. We should not design disguises such as advance directives in order to use people in 
research especially vulnerable subjects such as the mentally ill. The only exception that 
can be made is for minimal risk research with such population. Therefore, we call for; 

1. An immediate moratorium on all non-therapeutic high risk experimentation with 
vulnerable papulation which may exacerbate their illness. This moratorium should 
include: medication washout, placebo controls, and the use of chemicals such as 
amphetamine and cocaine known to induce relapse with severe symptoms such at 
psychosis and delusions. 

2. A full and thorough investigation of the past thirty years of neuropsychiatric 
research experiments that were of high risk and may have harmed patients. 
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Tbii is Important because of the high risk to uncomprehending patients who are 
currently at the mercy of over zealous psychiatric researchers who claim a “moral 
imperative” to conduct high risk, painful experiments on uncomprehending patients, in the 
name of “science” (Lehrman/Sharav, 1997). The attitude of current psychiatric 
researchers is no different from those who conducted the Tuskegee study— they believe 
individual subjects of research must assume risks (i.e., be sacrificed) for knowledge that 
will help future generations. 

The issue we bring to you, I believe, is of greater magnitude than the two well 
known instances in our recent history —namely, the Tuskegee Syphilis study and the 
radiation exposure experiments. 1 say this for the following reasons: 

(1) The sheer number of mentally disabled victims who have been used in recent years 
without their ability to comprehend the nature of these invasive, high risk, often painful 
experiments, and who could not, therefore, give their informed consent, surpasses the 
number of those who were victimized in the Tuskegee Syphilis and radiation exposure 
experiments (Katz, 1972, ACHRE, 1995). 

(2) Unethical experiments with vulnerable, mentally disabled human beings are being 
conducted now, as I speak. 

The importance of this issue I bring before you was highlighted In recent published 
letter by Edmund G. Howe, M.D., J.D., and Editor-in-Chief of The Journal of Clinical 
Ethics. In his letter, Howe says: 

“I consider the problems be addresses (referring to me] regarding research 
involving patients with mental illness, and particularly those with schizophrenia, 
among the most important in medical ethics. The first problem his study highlights is 
when— if ever— these patients should be taken off psychotropic medication or have it 
reduced to determine whether an investigational drug would be of greater benefit This 
question is extraordinarily important because whenever these patients become ill— as a 
result of their medication being withdrawn or of its not being effective— their suffering 
is greater, and substantially greater, than that cf most other patients. The second 
problem highlighted is the need to find the best way to obtain these patients’ informed 
consent This question is critical, because it is the patients' capacity for self- 
determination that is affected by their illnesses." 

Brief Historical Perspective 

Modern historians now agree that the atrocities committed during the Nazi era in 
Germany, occurred because thousands of individuals collaborated and willingly carried out 
the Nazi mission. Among them were a large number of academicians, scientific 
researchen, and physicians who provided the Nazi regime with the technology and the 
pseudo-intellectual Ideological JustUIcatiou for the most barbarous acts against human 
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victims, such as the mentaliy iii (for reviews see, Capian, 199Z, Muiier-Hiii, 1988, Proctor, 
1988, Shamoo aod O’Sullivan, 1997). 

The most troubling question that continues to perplex us all is how to ensure that 
our fundamental moral principles are not compromised in the name of science, and how to 
ensure that the human rights of the most vulnerable disabled individuals who are unable 
to protect themselves, are not violated for the convenience of society or, more likely, for 
those who are in a position of power. 

We are cognizant of the difference in degree between contemporary 
psychopbarmacologists who conduct high risk drug-trial experiments on vulnerable 
mentally disabled persons who are unable to give informed consent - thereby violating 
their human rights-and the crimes against humanity which were condoned and carried out 
by tens of thousand of German physicians, nurses, and health care providers— all of whom 
had been educated in professional schools where they were taught to heal the sick. 

Code of Ethics 

Following the revelations of the Nazi biomedical atrocities. In 1946, the American 
Medical Association adopted three requirements for experiments using human subjects - 
voluntary consent, prior animal experimentation, and proper medical protection. 

Following the Nuremberg trials of German medical researchers, the world community 
adopted the “Nuremberg Code” in 1947 as the universal ethical standard for the entire 
civilized world ( cited in ACHRE, 1995, p. 103). The civilized world tried and convicted 
those who conducted such research experiments on human subjects. Also, the civilized 
world tried and eonvicted the Nazi doctors for conducting experiments on non-consenting 
human subjects which , while in-part, technically legal under Nazi laws, violated baste 
universal human rights aod constituted “Crimes Against Humanity ” (Shamoo and 
O’Sullivan, 1997). 

Three basic inviolable requirements for ethical research with human subjects under 
Nuremberg are: (1) lack of “coercion” and “duress". (2) sumdent knowledge, and (3) 
comprehension . These requirements are the essence of what subsequently became known 
as “Informed Consent” The Declaration of Helsinki (1964) augmented the Nuremberg 
code by introducing the concept of “direct therapeutic benefit” and that the person must be 
legally competent to give consent The Declaration of Helsinki also state that “the interest 
of science should never supersede the Interest of patient” 

(WMA, 1964). 

tnf a rn wd C ogwint 

The consent of individuals to undergo any experimentation on their person has been 
recognized in principle throughout the Judeu-Graeco-Roman-Christian and Islamic code 
of ethics. Our American founding fathers , most notably Jefferson, recognized that 
governing individuals (let alone experimenting on them) cannot and should not be done 
without the consent of the governed. 
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Despite this rich history in Western culture, despite the adoption of formal codes 
and declarations, it is distressing to learn that though the public assumes that medical 
researchers respect the rights of their human subjects, this Is not universally practiced in 
this country. In his landmark article “ Ethics in Clinical Research “, Henry K. Beecher 
described fifty American medical experiments which violated ethical standards. Similarly, 
Jay Katz’s anthology (1972 ) described numerous cases obtained from published literature 
and court cases of consistent disregard for the rights of patients - subject by the 
physician/iuvestigator. 

The Tuskegee Syphilis study conducted between 1930’s - 1970’s in which 
researchers allowed 400 African-American men to suffer from the natural course of 
syphilis (cited in ACHRE, 1995, p. 178). Even after penicillin became available in the 
1940’s, it was withheld and the experiment continued so as to allow the researchers to 
witness the natural course of syphilis. The Tuskegee revelations outraged the American 
public. Its outcry led Congress to create in 1974 the National Commission for the 
Protection of Human Subjects of Biomedical and Behavioral Research. The Commission’s 
recommendations are embodied in the “ Belmont Report, “ the foundation for American 
ethical standards in research with human subjects. In all, there have been three ( excluding 
this one ) National Commissions resulting in the enactment of several laws regulating 
research with human subjects known as “Common Rule” ( for review tec ACHRE, 1995). 

The Belmont Report recognized the vulnerability of the mentally ill, it stated, “ 
given their dependent status and their frequently compromised capacity for free consent, 
they should be protected.” Eventhough the subsequent laws did not mention the “mentally 
disabled” by name, it clearly Indicated that any vulnerable group needs special protections 
and a second level of review beyond the IRB should be utilized ( Shamoo and IrWng, 1993 ). 
In its 1993 Guidelines, federal OPRR clearly recognized the need for additional safeguards 
"protects the rights and welfare of these subjects "-yon can set the wheels in motion to 
fulfill that urgent need. 

In all ethics codes, declarations, and regulations, three crucial elements of informed 
consent must be observed — lack of duress and coercion, sufficient knowledge, and 
comprehension. Having studied and surveyed the published literature on specific types of 
schizophrenia experimental research for the last thirty years, I will demonstrate to yon that 
one or more of these cardinal rules were violated in experiments involving patients 
diagnosed with schizophrenia. 

Hiph Risk and Unethical Research with Placebo Protocol 

Mentally disabled human beings are currently at high risk of becoming subjects of 
unethical, invasive non-thcrapeutic experiments which abruptly interrupt treatment, on 
placebo destabilize their condition. In some experiments, patients are Injected with 
symptom inducing chemicals such as L-dopa, amphetamines, PCP, apomorphine and 
compounds shown to be carcinogenic in animal studies ( Shamoo and Keay, 1996, 
Lehrman, N. S. and Sharav, V. H. , 1997). 
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Two recent studies, one ours and another by four San Diego researchers led by P. L. 
Gilbert , surveyed literature for the past three decades of studies involving complete 
sudden withdrawal of medication from patients (washout) with subsequent return of 
symptoms of psychosis and delusions (relapse). These experiments involved 4365 patients 
diagnosed with schizophrenia (Shamoo and Keay, 1996, Gilbert et al., 1995). In 1983, the 
leading psychiatric researcher’s (Schooler and Levine, 1983 ) own words best describe 
these experiments: “In the typical design, patients were randomly withdrawn from their 
ongoing medication to either a standard drug or to a placebo so that the treatment was double 
blind. Whether or not the patient relapsed and how long it took until relapse, were the 
reported outcomes — Typicalfy the withdrawal studies were of longer duration, three, four, or 
even nine months...**. 

To gain insight into the painful human consequences of such drug-free experiments 
we must listen to the testimony of human subjects and their families ( see the special 
ETHICS issue of The Journal of the CAMI, ed. Sbarav, 1994, Becker, 1994, Aller and 
Aller, 1996). 

One of the key finding of our own paper was that 39% of patients in such studies in 
the U.S. undergoes a relapse (Shamoo and Keay, 1996). This rate is rather modest when 
compared to the larger study of Gilbert et al (1995) which found 53% of the patients 
withdrawn from medication to have endured a relapse as compared to 16% of those 
patients who remained on their medications. A schizophrenia relapse has serions, lasting, 
harmful consequences for the patient, it can even be life-threatening. When medications 
are withdrawn, the relapse rate is as high as 80% (Shamoo and Keay, 1996, Gilbert et al., 
1995) -when is the risk to patients considered a sufficient deterrent to the researcher or to 
the Institutional Review Boards which routinely approve such protocols? 

In our survey of U.S. studies, we found that in 56% of patients enrolled there is no 
mention of informed consent and that only 32% of patients signed consent forms. In 39 out 
of 41 studies, the reports neither mention as to whether the patients comprehended the 
risks/beneflts of enrolling in a research protocol nor used comprehension at an 
inclusion/exclusion criteria for enroilment The researchers’ inattention to the patients’ 
ability ( or lack thereof) to comprehend the risks involved is especially troubling 
considering the fact that these subjects were persons suffering from schizophrenia - the 
severest form of mental illness — and the fact that federal regulations require that all those 
signing informed consent should have the capacity to comprehend what they have signed. 
Perhaps even more disturbing, is the fact that 88% of these studies the researcher failed to 
report any dropouts from the research protocols, and those that mention dropouts do not 
Indicate the outcome or whereabouts of these subjects. 

In the GAO report of March, 1996, they cite FDA letters to industry that states: 

“These letters cited instances of serious misconduct, including failure to obtain 
informed consent; forgery of subject's signatures on informed consent forms; failure to 
informed patients that a drug was experimental; fabrication of data to make subjects 
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eligible for study; submission of false electrocardiograms. X rays, and lab test results 
to the company underwriting the research; failure to report subjects' adverse reactions 
to drugs understudy, including a subject's death; failure to obtain informed consent 
and an IRB's approval for a study touting a human growth hormone as a cure for 
Alzheimer's disease; proceeding with a cancer study after FDA had suspended it for 
protocol deficiencies; and failure to inform patients that a drug sold to them was 
experimental and contained a steroid." 


In a leading psychiatric research fournal. Carpenter, Schooler, and Kane in 
(1997, p. 403) admit : 

"The risks associated with medication-free periods include the 
prolongation or the re-emergence of psychosis. If careful supervision is not in effect, or 
if severe exacerbation are not treated appropriately, subjects may be at risk for loss of 
judgment and iraight, personal harm or harm to others, job or housing loss, increased 
burden to family or other caregivers, or other complications of psychosis." 

They further acknowledge that "These risks are known and current studies 
must include safeguards to reduce such serious risks." 

However, in their ahstract they slated: 

"A radical revision of procedures for research review and implementation is not 
indicated," (Carpenter, Schooler, and Kane, 1997, p. 401) 

They go on to say: 

“We also remind the reader that no evidence of any widespread ethical problem 
in schizophrenia research has been presented and no indication that research 
participants have an adverse long-term course of illness has been forthcoming," 
(Carpenter, Schooler, and Kane 1997, p. 406) 

Another important piece of survey data we discovered was that not a single suicide 
was reported in the entire 41 US studies of thousands of patients for the past thirty years 
(Shamoo et al., 1997). This strange fact is in contrast to patients’ and families recent 
testimonies that I Just cited and the well known fact that suicides among individuals with 
schizophrenia Is very high, circa 1% per year. We calculated that the probability that the 
number of suicides in all of these US studies is zero as compared to British studies is 1:500, 
a vanishingly small probability (Shamoo et al., 1997). This of course raises, not only ethical 
concerns that patients have attempted or succeeded in a suicide and never been reported 
but it also raises the issue of the integrity of the research data reported. Why the suicides 
were never reported in literature as research outcome? Were these suicides or attempted 
suicides ever reported to IRB’s and other ofliciais as required by the regulations. Why 
OPRR has not monitored these reported suicides and attempted suicides? 
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Jurrit Bergsma (1997) a psychotherapist and a member of an IRB In a response to 
our survey paper said in Cambridge Quarterly of Health Care Ethics: 

"Research protocols as mentioned by Shamoo and Keay, in which medication is 
withheld for several months, seem to be outdated and almost comparable with 
programs of torture devoid of any scientific meaning. A physician who accepts real 
responsibility for the patient would never allow a researcher to execute such a study." 

The routine inclusion of uncomprehending mentally disabled patients in high risk, 
non-therapeutic research which offers no direct benefit to its subjects, and half of them on 
placebo is a violation of fundamental human rights. In New York, the courts have recently 
come down hard on the states’ psychiatric research policy. In a unanimous decision by a 
panel of five judges in NYS Sup Ct, Ap Div, the court declared that the state violated state 
and federal constitutions by conducting such nounronsensual experiments on children and 
mentally incapacitated adults: "....the controversy has wide significance since it arises 
within the larger context...medical research involving human subjects necessarily 
requires a balancing of this State's responsibility to protect individuals who, because 
of mental illness, age, birth defect, other disease or some combination of these factors, 
are incapable of speaking for themselves, from needless pain, indignity and abuse.." ( 
T.D. vs NYSOMH, 1996, p. 5). 

The risks associated with washout/witbdrawai with the use of placebo were 
mentioned as early as 1986: (1) seven times more criminal activities; (2) increased bizarre 
behaviors which stigmatizes the patient further (3) increased morbidity; (4) psychosis 
which by itself maybe toxic; and (S) delayed intervention resulting in poor long-term 
outcome (Wyatt, 1995). Gilbert et aU (1995) and Jeste et aL, (1995) have cited that slow 
tapering off reduction of medication over six months resulted In 8% relapse rate whereas 
rapid reduction of medication resulted bi 50% relapse rate. 

In 1997, a published report of a federally funded experiment conducted at New 
York State Psychiatric Institute, fenfluramine ^ine et al., 1997) was infused into 34, 6- to 
1 2 years old, I repeat 34, 6- 1 2 year old inner city, minority boys of whom 44 percent were 
African Americans and 56 percent Hispanic. The dubious purpose of this experiment in 
which the subjects were innocent brothers of convicted felons — they have no illness, they 
have no disease — was to prove that, and I quote from their paper, “biological facton, 
abnormalities in the serotonergic nerve system” predispose them to aggressive behavior. 
This experiment was conducted by the Department of Child and Adolescent Psychiatry and 
Biological Study Unit of New York’s premier psychiatric research center. Similar 
experiments with fenfluramine are also reported in the literature. Between 1990-1997 FDA 
received adverse reports from using fen-fen of which fenfluramine is the active ingredient, 
of 70 deaths and 545 symptoms of heart and lung damage (Kerr, 1998). FDA should either 
have pulled the drug from the market or warned the physicians of the serious side effects. 
FDA’s action would have removed the last fig-leaf the researchers use as an excuse to inject 
those youngsters with fenfluramine. The fact remains that the use of fenfluramine on these 
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children was not indicated and It was not for their medical benefit They were use merely 
as experimental subject- i.e. as guinea-pigs. 


A patient known for 15 years to be suicidal and describes to her care givers exactly 
how she will commit suicide. The patient repeatedly stated that she would commit suicide 
by Jumping off a downtown bridge. The patient was enrolled In a washout clinical trial for 
new drug Sertindole to be a part of an FDA drug approval submission. The patient was 
enrolled in a study with placebo control for the new drug violating the exclusion criteria of 
the protocol. She proceeded to commit suicide In the exact same manner as she described. 
Another patient was discharged after refusal to enroll in such studies and alto committed 
suicide (Roe, 1998). 

Testimonies of Patients and their Families 

On September 18, 1997, patients and families testified before the National Bioethics 
Advisory Commission (NBAC) that they are victims of therapeutic neglect, betrayal of 
trust and institutional deception. The ordeals the patients endured In ill-conceived, but 
peer-approved, highly speculative, relapse-producing experiments clearly undermined the 
best medical interest of the subjects, often causing them profound harm. These living 
witnesses represent countless others who have also been harmed and abused in 
experimental research but who remain silent The families and patients testified that 
experiments with large numbers on placebo were conducted without disclosure of known 
risks, hence without informed consent: (I) Consent forms were often presented “en masse” 
to subjects who were unable to comprehend them, and were often presented after the 
experiments were under way. (2) Exclusion criteria of protocols were violated. (3) 
Diagnoses were altered to fit the experimental protocols. (4) Patient-subjects* medical and 
psychiatric conditions were allowed to deteriorate severely without Intervention. (!) 
Several of these patients were subjected to illegal use of restraints. (6) Several patient- 
subjects were assaulted and injured by staff. (7) A patient on a locked research ward was 
impregnated and (8) Experimental drug withdrawal procedures led to a suicide attempL 

Some of the patients testimonies even though uot current, the abusive practices are 
current and on-going as I speak to you now. 

Informed Consent and Comprehension 

The researchers own methodology statements in the studies we surveyed indicates 
that no attempt had been made to ensure that cognitively impaired, delusional patients 
were excluded from these high risk, non-therapeutlc experiments because of their 
Inability to comprehend. The psychiatric community’s blind eye and deaf ear to 
ethical violations by its members Is apparent In the professional literature where 
investigators seem oblivious to the contradiction of their statements when they 
report : "Twenty-eight acutely psychotic patients with schizophrenia [were the 
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subjects]." “All of the patients in this study were capable of inf armed consent and 
entered voluntarily." ^arbee et at, 1992). 

Institutional Review Boards and Research with the Meptallv PitableO 

Federal “Common Rule” authorized the creation of local Institutional Review 
Boards” (IRB>) to pass Judgment on proposed research using human subjects. However, 
local IRBs are composed mostly of researchers representing the interests ol^ and primarily 
concerned with, sciendlic research rather than patient-subjects’ welfare, thus it is not 
surprising that they have failed to safeguard the patients from drug trial studies which 
exacerbated painful psychotic symptoms and schizophrenia relapse. The evidence clearly 
confirms the need for independent oversight and enforcement mechanisms to protect 
vulnerable human subjects. 

Immoral Experiments 

The Advisory Committee on Human Radiation Experiments ( ACHRE, 1995 ) 
reformulated the ethical principles of the past in using human subjects in research in a 
new wordings of six principles. The first of these six principles enunciated by the ACHRE 
is : " one ought not to treat people as mere means to the ends of others ." 

Unfortunately, an important and powerful research organization - the American College of 
Neuropsychopharmacology ( ACNP , 1996 ) whose members conduct psychiatric research 
with human subjects continues to upholds standards of ethics which have been rejected 
since Nuremberg. In their most recent statement of Principles of Ethical Conduct about the 
subject states : 

" All persons living in society have a moral responsibility to participate in 
efforts to promote and contribute to the present and future welfare of that society. 
Research is one these obligations. “ 

It is especially distressing that the fraternity of psychiatric researchers in our country 
continues to invoke a morally unacceptable ideology to lay claim to their unsanctioned 
right to conduct non-therapeutlc experiments on mentally disabled persons. NO ONE HAS 
A MORAL OBLIGATION TO PARTICIPATE IN RESEARCH - mentally disabled 
persons who are incapable of making an informed, voluntary decision, should never be 
exploited for the benefit of others. Ethicist Tom Beauchamps’ ( 1996, p. 264 ) rebuke of the 
human radiation experiments applies equally well to the use of the mentally disabled in 
research ; 

" Never in the history of civil medicine has it been permissible to exploit patients by 
using them to the end of science in non-therapeutic research that carries risk of harm. " 

FDA and Placebo Controls 


There is a believe among researcher that drug washout periods and placebo 
controls were mandated by the Food and Drug Administration (FDA) in drug trial studies. 
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“Thb is Dot the case. In fact, FDA regulations do not require washouts; the agency's 
'Clinical Guidelines' (HEW publication No. 77-3040-FDA-1978) suggests 'These 
guidelines are not to be interpreted as mandatory requirements by the FDA to aiiow 
continuation of ciinicai triais with investigating drugs or to obtain approvai of a new drug 
for marketing.' Furthermore, the guidelines under the heading, "Procedures,' states: 
'Prior to administration of a new drug, whenever feasibie, ail patients or subjects shaii 
have been off previous drugs, inciuding over-the-counter drugs, for at least two and 
preferably four weeks. In some cases where the previous drug has a prolonged duration of 
action, a longer washout period will be required for return to physiologic state.' We 
should note the phrase "whenever feasible" and also on page 9 under the heading 
Phase One and Two Studies stales: "Patients selected for early Phase Two Studies 
should ordinarily be free of hematologic, hepatic, renal, cardiac or other serious disease. 

To avoid possible interference with assessment of safety and effectiveness of the 
investigating drug, they should be receiving no concomitant therapy, if feasible." We 
should again note the phrase, "if feasible." (From Shamoo, 1994). 

Recommendations 

In order to promote the ethical use of vulnerable subjects in research, we offer the 
following recommendations: 

1. Call for a moratorium on all non-therapeutic, high risk experimentation with 
placebo control with vulnerable populations which Is likely to cause a relapse: drug 
washout and chemically induced relapse studies should outlawed. 

2. Each participant In a research protocol should be assisted by an Independent 
physician (not connected with the project or the institution where research Is 
conducted) to help decide whether or not the continuation of the patient In the 
research protocol is In the patient’s interest? 

3. An independent psychiatrist should determine the capacity of potential participant 
to comprehend the risks and benefits of enrolling in the proposed research study. 

4. Full disclosure of risks must be enforced — Including risks associated with drug 
withdrawal, placebo, and potential side-effects. Full disclosure of Informed consent 
procedure and funding source should be required. 

5. IRB’s should reside Independently of the institution where the research is 
conducted. The majority of IRB members should be Independent of the institution 
where the research is conducted. The majority of IRB members should come from 
the community and when considering the use of vulnerable mentally disable 
persons, at least two patient’s representative should be involved. Only a minority 
should come from the scientific community and/or the institution. 


In closing, we ask the Committee to Investigate the unethical exploitation of 
vulnerable human beings who cannot give Informed, voluntary or comprehending consent. 
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who arc nevertheless subjected to experimental research studies and on placebo which are 
against their own best interests. We believe that such experiments on non-consensual 
persons violate fundamental human rights. 
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Mr. Burton. Thank you. Dr. Shamoo. Dr. Lurie, you want to 
make an opening statement? 

Dr. Lurie. Yes. Thank you for the opportunity to testify before 
the committee on the critical issue of inadequate protections for 
human subjects, specifically the use of placebos. 

I think a good place to start here is with the well-known World 
Medical Association’s Declaration of Helsinki, which states un- 
equivoc£illy that, quote, “In any medical study, every patient — in- 
cluding those of a control group, if any — should be assured of the 
best proven diagnostic and therapeutic method.” Now, I will refer 
you, too, to the Federal regulations cited here in my testimony 
which also seem to preclude placebo-controlled trials when sm effec- 
tive therapy has been identified. They say that active-controlled 
trials, i.e., non-placebo-controlled ones, are to be used, quote, “when 
the condition treated is such that administration of placebo or no 
treatment would be contrary to the interest of the patient.” 

I just want to make sure that you understand, we’re not object- 
ing to the use of placebos per se. Our objection is to the use of pla- 
cebos in those circumstances where there is a known effective ther- 
apy, with an arguable exception being made, perhaps, for minor 
conations like mild pain. But it’s the use of placebo in the cir- 
cumstance when there is a known effective therapy that is, in our 
view, at issue here. 

Now, numerous authors have catalogued large numbers of stud- 
ies in various parts of medical science where placebos have been 
used in the aftermath of a proven therapy. I’m going to mention 
three newer ones. The first is in the area of treatment for hyper- 
tension, and a particular kind of hypertension known as Isolated 
Systolic Hypertension, where a study published in 1991, known by 
the acronym SHEP, showed the benefits over a placebo of treating 
that condition. Again, nothing wrong with that study. It was the 
first placebo-control trial of that condition. But subsequently, a 
study that was already in progress at the time, looking at the same 
question, also using a placebo control, continued, even though the 
results of the SHEP study were in. 

A second example of this deals with the use of placebos in treat- 
ments for drug users, and in particular, the use of an, as yet, FDA- 
unapproved drug by the name of buprenorphine. There have been 
at least two studies now that have used placebos in assessing the 
effectiveness of buprenorphine in U.S. Government-funded studies. 
In one of these, even though the drug methadone has already been 
approved for the treatment of opiate addiction, nonetheless, instead 
of comparing buprenorphine to the known effect of treatment — 
methadone — people were instead comparing it in part to placebo. 
Sure enough, buprenorphine turned out to be better than placebo. 

And even after that, another U.S. Government study comparing 
buprenorphine to placebo in 12 hospitals around the country had 
to be terminated early because the results were so striking that 
buprenorphine was better than nothing. Again, buprenorphine ver- 
sus placebo would have been a better way to go — ^versus methadone 
would have been a better way to go. 

We first became involved in this when we learned of 15 unethical 
studies being conducted among HIV-positive pregnant women in 
Africa. There alreadv had been a well-done nlacebo-controlled trial 
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which showed that AZT reduced the transmission of HIV from 
mother to infant by about two-thirds. Yet, this set of 15 studies in- 
volving 17,000 women, most of them in Africa, proceeded with a 
placebo group again. We suggested that the way to go forward was 
to compare the newer version of AZT to the already proven version 
of AZT. But the CDC and NIH demurred and continued conducting 
these studies. 

Well, in February of this year, the results of one of those studies 
was finally published. And sure enough, not to our surprise, the 
newer regimen turned out to be better than nothing. In fact, the 
transmission was reduced by 51 percent. Almost two dozen infants 
were unnecessarily infected with HIV during the course of this 
trial. Public health action was delayed for 4 years, while 500,000 
infants a year became infected with HIV, primarily in developing 
countries, and we still don’t know whether the two AZT regimens 
are better or worse than one another. It’s not likely that the short- 
er one is better than the longer one. But in any event, there’s been 
no head-to-head comparison of those things to date. 

These examples indicate that the problem of the use of placebos 
when an effective treatment exists is not simply a violation of ac- 
cepted ethical guidelines. They often do not provide the information 
that is most useful clinically. A drug treatment professional is not 
really interested in whether buprenorphine is better than nothing. 
The/re interested in whether or not buprenorphine is as good or 
about as good as methadone. But placebo-control trials don’t an- 
swer that question. An active-control trial in which you compare 
the two putative treatments, say, methadone and buprenorphine, 
benefit many parties. The experimental subjects, of course, benefit 
because they’re not exposed to the placebo and its known lack of 
effectiveness. The doctors benefit because now, after the study is 
done, theyre able to make a better clinical decision based on which 
of the drugs is actually superior. The patients benefit because their 
doctors can make better decisions. And those people who are pay- 
ing for health care are in a better decision to select among the al- 
ternatives. 

One of the things that is important here is that as medical 
knowledge advances, there are increasingly few conditions for 
which we have no treatment. And what that means, it seems to 
me, is that the role of active-control trials is going to be increas- 
ingly important, and the placebo-controlled trials should slowly, 
slowly be fading away as more and more known treatments are 
identified. 

Between — in 1990 and 1991, the last years for which FDA col- 
lected such data, only 27 percent of the 49 new drugs approved by 
FDA represented, quote, “important therapeutic gains.” So more 
and more drugs are coming on the market, where the more useful 
information would be how they compare with what we already 
have. 

What is the role of FDA in all of this? Well, one reason, one prob- 
lem is that the placebo-controlled trial has become a kind of reli- 
gion in science. In studies with other designs, no matter how pref- 
erable they might be from an ethical or clinical or public health 
perspective, they are subject to criticism because they fail to live 
up to the so-cadled “gold standard” — the placebo-controlled trial. 
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And FDA is not the only source of this problem, but it is clear that 
it is a critical driving force behind the use of placebos for two rea- 
sons. 

One, because the approval of medications is seen as requiring the 
use of a placebo control for American drug approval. And the sec- 
ond is because of the way the FDA is so highly regarded inter- 
nationally; we create a standard that other countries copy when 
they decide how clinical trials should be conducted, regardless of 
whether FDA approval is or ever will be an issue. 

Both critics and supporters of placebo-controlled trial orthodoxy 
point to a series of articles by Dr. Temple of FDA as evidence that 
the FDA heavily favors placebo-controlled trials over active-con- 
trolled ones. It’s ironic, therefore, that in fact neither FDA laws nor 
regulations in fact require placebo-controlled trials. Rather, they 
require what are called “adequate and well-controlled studies.” And 
a number of alternatives are listed, including active-control trials, 
one example of which might be called an “equivalency study.” 

So, in fact, new drugs can be approved in the absence of placebo- 
controlled trials, and in fact there are even some parts of FDA 
where almost all drug approvals are based on active-control trials 
or equivalency studies. Oncology, for example, as was previously 
hinted at, hardly ever uses placebo-controlled trials and whole 
parts — in the FDA there is a whole division in infectious diseases 
that is devoted exclusively to equivalency studies. 

So clearly, the statistics are good enough to do equivalency stud- 
ies. Clearly, the methodology is in place. But still, the ideology is 
being transmitted to American researchers and people throughout 
the world that the FDA has a preference for this. I list in my testi- 
mony a number of drugs that have recently been approved using 
equivalency studies, and so I won’t repeat that. 

Let me close by addressing some potential legislation that might 
reduce the number of placebo-controlled trials. As I mentioned, 
FDA appears to heavily favor placebo-controlled trials, even though 
their existing regulations permit them greater flexibility than they 
in fact exert. It’s clear that the manufacturers themselves, acting 
in their own self-interest, do not have a very strong interest in con- 
ducting active-controlled trials, because it’s an easier hoop to jump 
through to prove that something is better than nothing than to 
show that it’s about as good as something already approved. And 
that, I think, in part, is where your committee and the Congress 
have potentially a role. What we have, then, is a situation where 
the active-controlled trial languishes as the poor cousin of the clini- 
cal trials family, despite their obvious benefits. 

Now, some countries have required pharmaceutical manufactur- 
ers to go beyond the mere demonstration of safety and efficacy com- 
pared to placebo and have required, in Norway and Iceland, for ex- 
ample, comparative safety and efficacy information. Again, that’s 
the information that clinicians, doctors need — and patients need. 

What’s needed now is legislative action by the Congress to re- 
quire active-control trials when a known effective therapy exists. 
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with an exception, perhaps, for mild pain. In the absence of such 
action, the FDA will continue its role as one of the major enforcers 
of the placebo-control orthodoxy and subjects, patients, doctors, and 
insurers will continue to play the price. Thank you. 

[The prepared statement of Dr. Lurie follows:] 
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Thank you for the opportunity to testify before the committee on the critical issue 
of inadequate protections for human subjects in clinical trials, specifically the misuse of 
placebos. 

The best place to begin when discussing the ethics of placebo use is with the 
accepted national and international ethical guidelines. The most commonly cited is the 
World Medical Association's Declaration of Helsinki, which states unequivocally that "In 
any medical study, every patient-including those of a control group, if any-should be 
assured of the best proven diagnostic and therapeutic method.'" While a literal reading 
of the Declaration might suggest that this precludes placebos altogether, it is commonly 
assumed that an exemption exists for the use of placebos in situations where no 
therapy has yet been proved effective or the condition being treated is not serious or 
life-threatening, like mild pain. Indeed, we do not take exception to the use of placebos 
per se: at Issue here is the use of placebos in situations where an effective treatment 
for a serious medical problem has already been identified. 

Further support for precluding placebo-controlled trials in most cases where 
effective therapy exists comes from the Nuremberg Code, which holds that 'The 
experiment should be so conducted as to avoid all unnecessary physical and mental 


' Declaration of Helsinki IV, 41st World Medical Assembly, Hong Kong, 
September 1989. In: Annas GJ, Grodin MA, eds. The Nazi doctors and the Nuremberg 
Code: human rights in human experimentation. New York: Oxford University Press, 
1992:339-42. 
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suffering and injury."^ Indeed, even federal regulations would seem to preclude 
placebo-controlled trials after an effective therapy has been identified. Active-controlled 
trials are to be used "when the condition treated is such that administration of placebo 
or no treatment would be contrary to the interest of the patient These regulations 
apply as long as federal funds are utilized, regardless of where the research occurs. 

Yet the use of placebo controls in such situations is common. Rothman and 
Michels have identified a large number of studies using placebos after effective 
treatment was identified In areas as diverse as rheumatoid arthritis, antidepressants, 
congestive heart failure, hypertension and onchocerciasis (river blindness). 

Placebos for Patients with Hypertension 

There are several more recent examples. The results of the Systolic 
Hypertension in the Elderly (SHEP) study, a placebo-controlled trial of isolated systolic 
hypertension, a condition where only systolic blood pressure (the top number) is 
elevated, were published in 1991.^ The study found that treatment of this condition was 
superior to placebo. A then ongoing placebo-controlled trial of this condition (Syst-Eur) 
funded in part by Bayer, the maker of the drug being studied, was not stopped; instead 
recruitment continued. Including patients from Eastern Europe until 4,695 subjects were 
recruited, half of whom received placebo.^ In 1997 the results of the study were 
published, again showing treatment to be superior to placebo A trial with a very similar 
design has also taken place in China (Syst-China).‘ 


^ Trials of war criminals before the Nuremberg Military Tribunals under 
Control Council Law No. 10, Vol. 2. Washington, DC: U.S. Government Printing Office, 
1949. 


> 21 CFR 314.26(b)(2)(iv) 1991. 

* SHEP Cooperative Research Group. Prevention of stroke by 
antihypertensive drug treatment in older persons with isolated systolic hypertension, 
final results of the Systolic Hypertension in the Elderly Program (SHEP). JAMA 
1991;265:3255-64. 

* Staessen JA. Fagard R. Thijs L, et al. Randomised double-blind 
comparison of placebo and active treatment for older patients with isolated systolic 
hypertension. Lancet 1997;350;757-64. 

‘ Wang JG. Liu G, Wang X, et al. Long-term blood pressure control in older 
Chinese patients with isolated systolic hypertension: a progress report on the 
Syst-China trial. J Hum Hypertension 1996:10:735-42. 
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Although It has been known for many years that treatment with at least some 
antihypertensive agents can reduce mortality, the Shanghai Trial of Nifedipine in the 
Elderly (STONE), partly funded by Bayer, compared the antihypertensive agent 
nifedipine to placebo for an average of 2.5 years.' After studying more than 1 ,600 
Chinese hypertensives, half of whom were randomized to placebo, nifedipine was 
shown to reduce the number of cardiovascular events by 59%. In all of these studies, 
except the original SHEP study, an ethical design would have compared the proven 
treatment to the experimental treatment. Despite preexisting evidence of the need to 
treat these hypertensive patients, hundreds were unnecessarily exposed to placebos, 
leading to preventable strokes and cardiac events. 

Placebos for Drug Users 

Another area where unethical placebo-controlled trials are common is in drug 
use treatment research. This is facilitated by the paucity of drug treatment facilities in 
this country: only 15% of drug injectors are estimated to be in treatment on any given 
day. Some researchers use the lack of available treatment to argue that the placebo 
does no harm, since the subject would not have received treatment anyway. This is 
sometimes referred to as the "standard of care argument." We do not believe that it is 
ethically acceptable to use subjects' social conditions to justify research of this type. 

Buprenorphine is a drug being studied for the treatment of heroin and other 
opiate addiction. We have identified two studies where placebos have been 
administered to subjects, even though methadone was demonstrated to be effective in 
treating opiate addiction decades ago. In one such study, funded by the U.S. Public 
Health Service, a totai of 1 50 subjects were randomized to placebo or one of two doses 
of buprenorphine.* At the midpoint of the two-week trial, the subjects were permitted to 
request further random assignment to a different study arm. Not surprisingly, the 
buprenorphine-treated patients were less likely to request random reassignment, were 
less likely to use illicit opioids and were more satisfied with how well their withdrawal 
symptoms were controlled than the patients who received placebo. More recently, a 
study in 12 U.S. hospitals, coordinated by the U.S. government and the buprenorphine 
manufacturer, Reckitt and Colman, had to be tenninated prematurely when 


’ Gong L, Zhang W, Zhu Y, et al. Shanghai trial of nifedipine in the elderly 
(STONE). J Hypertension 1996;14:1237-45. 

' Johnson RE. Eissenberg T, Stitzer ML. Strain EC, Liebson lA, Bigelow 
GE. A placebo controlled clinical trial of buprenorphine as a treatment for opioid 
dependence. Drug Alcohol Dependence 1995;40:17-25. 
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buprenorphine again proved substantially superior to placebo.’ In an ethically designed 
trial, buprenorphine would have been compared to methadone. Instead, the patients in 
these trials were unnecessarily forced to endure the extreme discomfort of heroin 
withdrawal. 


The Role of Active-controlled Trials 

These examples indicate that the problem of the use of placebos when an 
effective treatment for the condition exists is no. only a problem of the violation of 
accepted ethical guidelines. These trials often do not provide the information that is 
most useful clinically. A drug treatment professional, for example, is not interested in 
whether a new treatment is better than nothing. To optimize therapy for a patient, the 
physician needs to know how the new treatment compares to the older, known effective 
treatment. These treatments need not be exactly equal in efficacy to be useful: 
depending on side effect profile, patient characteristics and even cost, the physician 
may even select the somewhat less effective medication. But trials that compare new 
treatments to placebo, with predictable results, do not aid physicians in making these 
decisions. 

Active-controlled trials, in contrast, benefit many parties. Experimental subjects 
benefit by being assured that everyone will receive at least arguably effective treatment. 
Doctors benefit by learning how competing therapies compare with one another in a 
controlled trial. Once the medication is approved, patients benefit because doctors can 
make more informed clinical choices based on the results of these studies. Payers 
benefit because they can use such data to favor a cheaper, yet equally effective, drug. 

As medical knowledge advances, there are increasingly few conditions for which 
no proven therapy exists. For example, in 1990 and 1991, the last years for which the 
FDA collected such data, only 27% of the 49 new drugs approved by the FDA 
represented "important therapeutic gains," including all AIDS drugs. The market is thus 
being inundated with large numbers of medications that are not substantial advances 
on their predecessors. Indeed, some involve only minor chemical modifications on a 
proven medication and are thus known as "me-too" drugs This makes the role of 
active-controlled trials all the more important for the future. 

The Role of the FDA 

If the active-controlled trial for conditions for which known therapy exists is 
preferable both ethically and clinically, why does the placebo-controlled trial continue to 
flourish? One reason is that the placebo-controlled trial has become a kind of religion 


Cloud J. A way out for junkies? Time, January 19, 1998, p. 59 
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In science, and studies with other designs, no matter how preferable from an ethical, 
clinical or public health perspective, are subject to criticism for their failure to live up to 
this "gold standard.” While not the only source of the problem. It is clear that FDA 
policy is seen as a critical driving force behind the use of placebos, both because the 
agency often requires them for new drug approval, and because the FDA sets a 
standard for clinical trials that is adopted internationally, even in studies where drug 
approval is not an issue. Both critics and supporters of the placebo-controlled trial 
orthodoxy point to a series of articles by Robert Temple of the FDA as evidence that the 
FDA heavily favors placebo-controlled trials ove- active-controlled ones.'” " '^ 

It is ironic, therefore, that neither FDA laws nor regulations actually require 
placebo-controlled trials for drug approval. Rather, the regulations require "adequate 
and well-controlled studies," and list five types of acceptable studies: 1 . randomized, 
placebo-controlled trials; 2 . dose-response studies: 3. active-controlled studies; 4. no 
treatment concurrent controlled studies: and 5. historical controls.” So new drugs can 
be approved in the absence of placebo-controlled studies. Indeed, in some divisions of 
the FDA, active-controlled trials are commonly used as the basis for dmg approval. 

The field of oncology has for years eschewed placebo controls in trials of treatments of 
cancers for which effective therapy exists. In the past several years, the FDA has 
approved a number of antibiotics based entirely on equivalency studies, a type of 
active-controlled trial: trovafloxacin, cefdinirand sparfloxacin. The cardiac drug 
reteplase was also approved based on active-controlled testing. Yet. because these 
are exceptions rather than the "rule," the impression persists that the FDA has a strong 
preference for placebo-controlled studies. 

Placebos for HIV-positive Pregnant Woman in Developing Countries 

We first became involved in this issue when we learned of a series of 15 
unethical studies being conducted in Africa and Asia among HIV-positive pregnant 
women. Despite a well-conducted, placebo-controlled study in which the drug A2rr was 


Temple R. Problems in interpreting active control equivalence trials. 
Accountability in Research 1996;4:267-75. 


' ' Temple R. Government viewpoint of clinical trials. Drug Info J 
1982;16:10-7. 


” Temple RJ. Special study designs: early escape, enrichment, studies in 
non-responders. Commun Statist - Theory Meth 1994;23:499-531. 

” 21 CFR 314.26(b)(2) (1991) 
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proved dramatically more effective than placebo, “ these 15 studies involving more than 
17,000 women gave at least some women placebos or other medications not proved 
effective. The object was to identify a less costly method of administering AZT so that it 
could be accessible in developing countries where the approximately $800 per course 
cost of AZT was out of reach. We suggested that instead of comparing the less 
expensive AZT treatment regimens to placebo, they could be compared to the 
already-proven regimen, or one resembling it. But the CDC and the NIH, which were 
sponsoring or conducting most of the studies, demurred and the known, effective 
regimen was withheld, with the loss of hundreds of infant lives. Ironically, the NIH also 
sponsored one active-controlled trial, but this only happened when the director of 
Harvard University's Institutional Review Board stood up to repeated pressure from the 
NIH Study Section to instead conduct a placebo-controlled trial by writing to the NIH: 
"The conduct of a placebo-controlled trial for AZT in pregnant women in Thailand would 
be unethical and unacceptable, since an active-controlled trial is feasible."'^ In contrast, 
the CDC conducted its own placebo-controlled trial in Thailand, and even continued it 
after AZT became so available in Thailand that Thai researchers canceled their own 
placebo-controlled trial. (Incidentally, the CDC research in Thailand, as well as a 
companion CDC-sponsored placebo-controlled trial in Cote d'Ivoire, were conducted 
without the Assurances required for such international research until we criticized the 
studies.) ” 

The results of CDC's placebo-controlled trial in Thailand were made public in 
February of this year. Not surprisingly, the less expensive AZT regimen was also 
dramatically more effective than placebo.'" Almost two dozen infants were 
unnecessarily infected with HIV during the trial, public health action was delayed four 
years while public health officials awaited the results of the trials as 500,000 infants per 


" Connor EM, Sperling RS, Gelber R, et al. Reduction of maternal-infant 
transmission of human immunodeficiency virus type 1 with zidovudine treatment. New 
Engl J Med 1994;331:1173-80. 

" Brennan T. Letter to Gilbert Meier, Division of Research Ethics, NIH, 
December 28, 1994. 

Phanupak P. Ethical issues in studies in Thailand of the vertical 
transmission of HIV. New Engl J Med 1998:338:834-5. 

" Shalala DE. Letter to Sidney M. Wolfe, Director, Public Citizen's Hearth 
Research Group, July 15, 1997. 

Centers for Disease Control and Prevention. Administration of zidovudine 
during late pregnancy and delivery to prevent perinatal HIV transmission-Thailand, 
1996-1998. MMWR 1998;47:151-4. 
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year were infected internationally, and, because the two AZT regimens were never 
compared, we still don't know whether the two regimens are equally effective. 
Interestingly, the CDC investigators in Cote d'Ivoire seem to have little question that the 
alternative AZT regimen would prove more effective than placebo. In their protocol, the 
investigators state that "This [AZT] study is proposed in the belief that short-course oral 
therapy may be as effective or nearly as effective as the [more expensive AZT] 
regimen.'"’ This "belief should have led to an active-controlled study, not a 
placebo-controlled trial. 


Criticisms of Active-controlled Trials 

Before suggesting a solution to this problem, we would like to briefly address two 
common criticisms of active-controlled trials raised by the FDA and others. The first is 
that incentives for optimally conducting research are reduced in active-controlled trials, 
because any sloppiness in conducting the trial will obscure true differences between the 
therapies being compared. But in an active-controlled equivalency study, the kind we 
advocated in the AZT studies, the researcher has to prove that the two therapies are 
approximately the same (the "alternative" and "null" hypotheses are reversed): any 
sloppiness will lead to a conclusion that the therapies are not equivalent, the opposite 
of what the researcher is attempting to demonstrate. Second, it is alleged that 
active-controlled studies do not have established statistical techniques and lead to 
larger sample sizes than placebo-controlled studies. But appropriate statistical 
techniques do exist (indeed, the FDA has an entire group of statisticians devoted 
exclusively to equivalency studies) and the required sample sizes are often quite similar 
to those needed for placebo-controlled studies. For example, in the AZT studies we 
calculated that an equivalency study would require 620 subjects, compared to 500 for a 
placebo-controlled study, not a substantial difference in the world of sample size 
calculations. 

Patients are being ill-served by the rigid adherence to the placebo-controlled 
dogma. Subjects are being placed at risk needlessly and doctors are denied the 
Information they need to make decisions that are in the best interests of their patients. 
Furthermore, medications are coming on the market simply on the basis of their being 
proved better than nothing, regardless of their effectiveness relative to established 
therapies. As "me-too" drugs continue to flood the market, Americans need to know 
how these medications compare to one another, not simply if they are superior to 
placebo, a much weaker standard. 


CDC/Thailand study protocol, January 15, 1996 
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Legislation to Reduce the Number of Placebo-controlled Trials 

Because the FOA so heavily favors placebo-controlled trials, even though 
existing regulations permit FDA approval based on active-controlled trials, 
manufacturers, acting in their own self-interest, will continue to sponsor inappropriate 
studies with placebos. There is little question that most drug companies would rather 
demonstrate that their drug is better than nothing than take the chance that it may be 
no better-possibly worse-than the existing treatment. And once a drug is approved 
using the weaker "better than nothing" standarc, there is little the FDA can do to require 
companies to conduct comparative studies. So active-controlled studies languish as 
the poor cousins of the clinical trials family, despite their obvious benefits. Some 
countries have required pharmaceutical manufacturers to go beyond the mere 
demonstration of drug safety and efficacy. Norway and Iceland have required data on 
comparative safety and efficacy. What is needed now is legislative action by the 
Congress to require active-controlled studies when a known effective therapy exists. In 
the absence of such action, the FDA will continue its role as one of the major enforcers 
of the placebo-controlled orthodoxy and subjects, patients, doctors and insurers will 
continue to pay the price. 
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Mr. Burton. Thank you, Doctor. You heard the testimony, Dr. 
Lurie, of Mr. Foster and his wife a while ago. I guess I gather from 
our statement that you think a better way to test a new hyper- 
tension drug would have been to have Joe take one or the other 
and have another group take the other kinds of drugs so that there 
was a comparison as to who did better with certain types of medi- 
cation, rather than having a placebo? 

Dr. Lurie. I think a better way would have been to compare this 
new experimental drug 

Mr. Burton. Right. 

Dr. Lurie [continuing]. To some drug of known effectiveness, yes. 

Mr. Burton. Right. What do you think about using that new 
drug with a person who has high blood pressure and have them go 
on a placebo? 

Dr. Lurie. It depends, of course, on the degree of high blood 
pressure that the patient has. If their blood pressure is minimally 
elevated and it’s not clearly an indication for hypertensive medica- 
tion, then arguably there might be a place for a very short-term 
use of placebo. But the longer the period of observation is, the more 
significEmt the patient’s hypertension is, the more the patient has 
failed prior anti-hypertensive medication, which seems to be the 
case for Mr. Foster, the more problematic it becomes. 

Mr. Burton. So with 180/110 blood pressure and a history of 
high blood pressure, you probably would not have prescribed that 
he be on a placebo. 

Dr. Lurie. If I was the doctor taking care of a patient like Mr. 
Foster with a blood pressure of 180/110, who, from what we have 
heard, although obviously I have not seen all the medical records, 
but who had failed three or four prior medications, as a physician, 
independent of anything related to a clinical trial, I would not have 
stopped his medication. 

Mr. Burton. What about a broad test or program where they 
were investigating this new anti-hypertension drug compared to a 
placebo where they had large numbers of people getting into that 
kind of a program? 

Dr. Lurie. Well, I’m very cautious about having a situation 
where things that would be unacceptable in clinical practice some- 
how become acceptable in research practice. And as some writers 
on the subject have indicated, permitting clinical practices that are 
significantly different from accepted research — excuse me, permit- 
ting research practices that are significantly worse than clinical 
ones opens one up to a lawsuit, and indeed, we now see that that’s 
the case. It seems to me arguable that, at a minimum, one would 
hope that researchers would protect at least as well as clinicians. 

Mr. Burton. It sounds to me in a situation like we were talking 
about where they were using placebos, as opposed to an experi- 
mental drug for people that had hypertension, that there would be 
a myriad of possibilities of lawsuits for medical malpractice if those 
people had the problem that Joe had. 

Dr. Lurie. You know. I’ll leave it up to the medical malpractice 
lawyers to decide cause and effect, but certainly it is true that they 
lay themselves open to that. 

Mr. Burton. I guess I don’t want to put words in your mouth, 
but the case that you seemed to be malung was where a person’s 
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veil-being and health is considered, or should be considered, there 
shouldn’t be placebos; there should be one drug against another, 
•ather than having a drug against a placebo which might endanger 
:he patient. 

Dr. Lurie. When there’s a known effective therapy, which is cer- 
ainly the case for hypertension, I mean, we have many drugs on 
he market for hypertension, and I do not think it is acceptable for 
jatients with the degree of blood pressure that we’re told Mr. Pos- 
er had, to have his medication, in effect, taken away from him. 

Mr. Burton. Which the FDA, I guess, does at the current time, 
ises placebos, or allows those placebos to be used in those kinds 
)f medical tasks. 

Dr. Lurie. Well, again, I don’t think it’s a question quite of the 
^DA — of the FDA doing it. It’s a question of what the clinical in- 
vestigators do and a question of what 

Mr. Burton. Isn’t that — but that’s approved, I think, by the FDA 
ind I’ll ask Dr. Friedman when he gets up here in a minute. 

Dr. Lurie. I think so. 

Mr. Burton. Let me ask you this. Dr. Shamoo, does fenfluramine 
lave any medical benefit to children in single doses to your knowl- 
idge? 

Mr. Shamoo. Well, this is the thing which was lost in the first 
lalf of the hearing is that 

Mr. Burton. Can you pull that up closer [speaking about the 
nicrophone]? 

Mr. Shamoo [continuing]. That fenfluramine or PCP, or Special 
i, Angel Dust, or animal tranquilizer or PCP or cocaine, or street 
Irug amphetamine, these are injected in patients. There is no 
herapeutic or medical cause to do that. They only do that using 
hose patients as guinea pigs, to find out their brain activities — 
vhether serotonin goes up or down, et cetera, that’s the only pur- 
rose. These children, these youngsters in New York, they were not 
•bese; they were not using fenfluramine for obesity. Their only 
Time is that they had siblings incarcerated. The court record was 
)roken; they were found out, and then they were given 
fenfluramine. Their local doctor would have never prescribed or 
old them “enter into a research protocol to use fenfluramine.” 

Mr. Burton. Yes. Let me go one step further. I think I heard the 
•’DA say there was no evidence that fenfluramine was dangerous 
0 children in single or double doses. What’s your response to that? 

Mr. Shamoo. Well, I know I have read there are adverse reports 
in fenfluramine for adults, and quite a number of them, in the 
lundreds. And there are even 70 deaths reported from fenflura- 
nine. So I don’t know 

Mr. Burton. Is that in single or double doses? 

Mr. Shamoo. No, this is in regular doses. But there are even ad- 
verse reactions reported on single doses on adults. 

Mr. Burton. Very well. Mr. Cummings. 

Mr. Cummings. Thank you very much, Mr. Chairman. Maybe 
’m — it’s just — I’m just trying to be practical here. If you — I, per- 
onally think it’s unethical to have a person in a situation where 
rou’re giving them nothing, basically, a placebo, and they’re suflFer- 
ng. I don’t agree on a whole lot with my chairman, but I tell you, 
his one, I kind of agree. And then you don’t — and that person is 
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not getting anything. And if somebody had done that to me in this 
experiment, I’d be dead at 180/130. And I’m just trying to figure 
out, first of all, exactly where — I see the people from the FDA; 
they’re jumping up — I mean. I’m sure you can feel their vibrations 
at times to some of these questions. 

Dr. Lurie. It’s getting kind of warm back here. [Laughter.] 

Mr. Cummings. But I’m just trying to figure out — so, is this al- 
most a case of we do it because we’ve been doing it, the placebo 
thing? I mean, as opposed to the piece where you do — if you got 
something that works, say like in fogh blood pressure medication, 
and you’re doing the — ^you said the comparative thing, you keep the 
person on the medication, but I still trjdng to fi^re out why we 
would do that, especially with an insensitivity, with an insensitiv- 
ity, and I say why “we” would do it — I still haven’t figured out who 
you blame for this, but with an insensitivity to the individual. Am 
I missing something? 

Dr. Lurie. Well, let me answer your question in a number of 
ways. I think Dr. Friedman’s testimony was actually quite eloquent 
on this. In the bad old days of clinical medicine, many medications 
came on the market without adequate proof of efficacy and that 
was true until about 1962. It doesn’t mean that everything prior 
to 1962 was ineffective, but good proof really began — of effective- 
ness — ^began in 1962. 

Part of the way those medications were proven effective was by 
comparing them to placebo. In some of those studies — and I’m sure 
the FDA has a large number of these tucked away in their back 
pockets — patients were better off being assigned to placebo because 
the drugs were ineffective, and, in some cases, dangerous. So the 
question to which I’m addressing myself is not to the question of 
placebo, ever; it’s to the question of placebo when we know that 
something works. OK. Does that 

Mr. Cummings. Yes, I’m more 

Dr. Lurie. We’re in the same place there. 

Mr. Cummings. OK. Yes. 

Dr. Lurie. OK. I’m sorry. 

Mr. Cummings. So let’s stop right there. And I need a distinction 
between when a placebo is appropriate and when, in your opinion, 
it’s not. 

Dr. Lurie. OK. The 

Mr. Cummings. You see, because I’m thinking — I’m trying to fig- 
ure out when it’s ever appropriate, unless it’s the example that you 
just cited; that is, that the medication that they’re on is so bad for 
them, that maybe they’d be better off not tailing it. That’s the 
only — and then the question becomes, how do you Imow that? 

Dr. Lurie. OK. The issue is whether or not a medication is 
known to be effective, has been proven to be effective. And one way 
in which you might prove a medication for a particular condition 
to be effective would be with a placebo-controlled trial, right? You 
might do it that way once, maybe twice, if the first one was not 
completely clear. OK? 

But at a certain point, medical evidence starts to accrue and 
there becomes really very little question about the effectiveness of 
a particular medication, and the examples that I picked, I think, 
are good ones. The treatment of hypertension certainly is some- 
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thing that, in general, we like to treat as physicians. Methadone 
is a well-proven, effective treatment for people with opiate addic- 
tion, and the drug AZT dramatically reduced the transmission of 
HIV from mother to infant. 

I don’t think there’s really any significant quibble over the effec- 
tiveness of those medications. In those circumstances, in general, 
I believe that it would be unacceptable to randomize people to 
medication — placebo — ^that we know will not work. That’s my point. 

Mr. Cummings. OK. All right. Now, it’s interesting that, you 
know, it was recently alleged that Eli Lilly conducts trials with 
homeless people. I have a lot of homeless people in my district. I 
have a very poor district. And I’m concerned about the level of con- 
sent involved here. It said he provides food, shelter, a stipend to 
a homeless person. Dr. Lurie, do you feel that the use of homeless 
participants carries a potential for exploitation? Is there an ethical 
issue here? 

Dr. Lurie. Well, certainly, the more disenfranchised the group of 
subjects is, the more one has to be careful in protecting them. The 
examples that I gave, I think some of them, not coincidentally, in- 
volved what might be considered disenfranchised groups— ^rug 
users, people HIV-positive, poor women in Africa, homeless people, 
patients with psychiatric conditions. Certainly, I think everybody 
would agree that those are places where we need to be particularly 
careful and informed consent needs to be particularly carefully hon- 
ored in those circumstances. 

Let me make the point with regard to informed consent, though, 
that, unfortunately, the informed consent form has become just 
that — a form. Indeed, in some cases, a formality. And part of the 
problem is that even though many studies have shown that in fact 
subjects are very often not informed, and in some cases are not 
really consenting in a meaningful way, that the informed consent 
form becomes in some ways a substitute for real informed consent. 

Now, it is very difficult to get good informed consent — ^unques- 
tionably. But the researchers as a general matter do not make it 
their practice to go back and prove that people have, in fact, been 
adequately informed and are adequately consenting. And I think 
until such time as we have a structure in place that really tries to 
confirm that, I think that some of these kinds of violations will con- 
tinue. No one would dream of measuring the patient’s blood count 
without confirming that that machine is really reading correctly. 
And I think, when we start talking about informed consent, there 
should be better corroboration that true informing and true con- 
senting is really happening. 

Mr. Cummings. Thank you. 

Mr. Burton. Let me just ask you a couple more questions, then 
if you have any more, Mr. Cummings, with the panel, then we’ll 
conclude and get back to Dr. Friedman. 

The fenfluramine kind of bothers me a little bit. Dr. Shamoo. 
These children that were in this test, as I understand it, were chil- 
dren who had siblings that were incarcerated, that had broken the 
law, and they wanted to inject this chemical into their brain to find 
out if it would alter their — alter them so they might not, I pre- 
sume, commit the same kind of — or have the same kind 

Mr. Shamoo. Well 
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Mr. Burton. But let me just finish my question. And so a lot of 
those children, I would presume — and maybe you know more about 
this than I do — may have come from innercity broken homes where 
there was a problem already; they had one child that had broken 
the law, been incarcerated, and the parent may have been in a fi- 
nancially difficult situation. Now, these people, it’s been reported to 
me, were getting $125 per injection for their children, which might 
have been an inducement for them to sign this informed consent. 
Can you elaborate on that just a bit? Because you’ve compared this 
twice now to the Tuskegee case and you think they were using 
these kids as guinea pigs. 

Mr. Shamoo. Well, I think it’s worse than 'Tuskegee, and I would 
like Congressman Cummings really to hear me out. The issue of 
the placebo, this is worse. This is taking youngsters and adults who 
are very vulnerable and injecting them with chemicals which have 
no therapeutic basis. You were talking about hypertensive drugs, 
which you understand very well. But these people do not need any 
of these drugs. They are testing what they call “when they are 
going to fall off the cliff.” They’re going to keep injecting them with 
these chemicals until they fall off the cliff. 

Going back to fenfluramine, these youngsters have committed no 
crime. The only crime that’s there are their siblings. The paper 
itself, published paper, said they are in a poor, uneducated environ- 
ment. What they were testing. Congressman Cummings, whether 
these children are predisposed, genetically and environmentally, to 
violence. In our society, we should not even ask such questions in 
this day and age in 1998, in our great country. That’s what they 
were testing, and their research paper says that. 

Mr. Burton. But the research paper says that they were testing 
because they wanted to see if there was genetic problem? 

Mr. Shamoo. It’s correct, if they were predisposed environ- 
mentally or genetically to violence. That’s correct, sir. And that is, 
they want to inject fenfluramine; they see an increase in serotonin. 
Serotonin is only one chemical, one neurotransmitter. Our behavior 
is controlled not by one gene or one neuro-transmitter, but literally 
hundreds and hundreds. To reduce it to one neuro-transmitter is 
a flawed design; it’s a terrible design, and it’s an appalling question 
to ask in our Nation. 

Mr. Burton. I think that’s all the questions I have. Mr. 
Cummings, do you have any more questions of this panel? 

Mr. Cummings. Thank you, Mr. Chairman. 

Are there a lot of tests like this? 

Mr. Shamoo. Yes, there are five studies on fenfluramine; there 
are dozens and dozens of tests on other chemicals injecting patients 
who do not need those chemicals; they are not therapeutic. Like I 
said. Special K, animal tranquilizers, PCP, amphetamines, street 
drug amphetamine — these are injected in patients to see when they 
fall off the cliff, when they become psychotic and delusional. That’s 
the only reason the/re using them really as guinea pigs. And these 
are published as I speak to you. 

Mr. Cummings. And, for the last time, where does FDA come into 
that? 

Mr. Shamoo. Well, some of these — some of these, if they are 
drugs, approved drugs, FDA comes in the fact that they give them 
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a fig leaf; they claim this is an FDA-approved drug, and therefore, 
they can do the experiment. But there is in this country a huge 
amount of pre-clinical trials supported by the National Institute on 
Mental Health, all across the country, tens of millions of dollars of 
such kind of experiments. And they know about it; we have written 
to them repeatedly; we have told them repeatedly. And they say 
just “Thank you very much. We’re doing just fine.” 

Mr. Cummings. So, when they say this is an FDA-approved 

Mr. Shamoo. Drug. 

Mr. Cummings [continuing]. Drug, I guess I’m trying to figure 
out — when they are, if they are experimenting with something, it’s 
not FDA-approved. It’s trying to get approval. Is that right? No? 

Mr. Shamoo. No, usually these drugs — and these ladies and gen- 
tlemen behind me would know this better — once a drug is approved 
for certain indications, for certain illnesses, it can be used experi- 
mentally for other illnesses. 

Mr. Cummings. Right. OK. And this is one that was kicked off 
the market in 1997. Why was it 

Mr. Shamoo. And continued to be used afterward. 

Mr. Cummings. Why was it thrown out? 

Mr. Shamoo. Why the FDA pulled it out? 

Mr. Cummings. Yes, in 1997, yes. 

Mr. Shamoo. I presume they heard a lot of adverse reports on 
this drug and, again, they could answer it better than I can. 

Mr. Cummings. OK. But I’ve got to ask you — I mean, I want to — 
because you’re probably not going to come back up here, so I just 
wanted to get this. I take it that’s unusual for a drug to be dis- 
qualified and then used eifter it’s disqualified? 

Mr. Shamoo. No, it’s not unusual. The FDA, I think they will tell 
you, I think he testified in the first part that that is done routinely. 
Again, he could talk for himself. 

Mr. Cummings. Did you have something to add? 

Dr. Lurie. I just wanted to make just one observation with re- 
gard to Institutional Review Board review, which is, by the sounds 
of the presentations that I heard from the previous panel, it seems 
to point out an additional problem in the oversight of the ethical 
conduct of clinical research, which is the growing phenomenon of 
industry-funded research which occurs outside of the realm of uni- 
versities. When the research occurs in universities, we have well- 
established Institutional Review Boards that, whereas they cer- 
tainly have their flaws, act as some kind of protection. 

But what we have increasingly with the move toward industry- 
funded research is what might be called “for-profit Institutional Re- 
view Boards” that have sprung up and that serve as the so-called 
ethical review for these studies. And I believe, if I heard correctly, 
that that was the case for both of the two studies that were men- 
tioned by the previous panel. Very obviously, a for-profit Institu- 
tional Review Board has a conflict of interest, because were they 
to be seen as an Institutional Review Board that consistently turns 
down studies for being unethical, the market would operate and 
less stringent Institutional Review Boards would be favored. 

So I think that that is a whole area of protection of human sub- 
jects that has to date eluded adequate regulatory scrutiny. 
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Mr. Cummings. Let me ask you this: Well, with the changes in 
the health care industry taking place, do you see that — and I notice 
it everywhere, hospitals are merging; you’ve got managed care. I’m 
just trying to figure, how does that, if at all, play into more and 
more non-university-type research happening? 

Dr. Lurie. Well, again, without being able to quote you hard 
numbers on this, my impression is that increasingly research is oc- 
curring outside of the university setting and the for-profit IRB was 
something that was very little heard of some years ago. But we 
hear more and more of it now. So I, again, I urge you to look at 
that as something that, you know, you might look at more closely. 

Mr. Cummings. Thank you. 

Mr. Shamoo. May I add something to this, Mr. Chairman? 

Mr. Burton. Yes. 

Mr. Shamoo. About the IRBs. I’m not as sanguine as he is about 
university IRBs. There are over 4,000 IRBs decentralized all across 
the country. Usually, they’re composed of 20 faculty members, my 
peers and colleagues I eat dinner with; they review my grants; I 
review their grants, and they have one from the community. That 
is really not a good gatekeeper. What should be, the majority 
should be from the community where the patients are coming from 
and then the minority from the institution. 

So, a lot of these problems you may not know about. The bulk 
I deal with, they are from IRBs in universities. 

Mr. Cummings. I just have one more question, Mr. Chairman. I 
mean, just what you just said, I guess, if I’m sitting there and 
you’re my buddy, we’re playing golf together, and we’re both at the 
university, and if I vote against your thing, that has a direct finan- 
cial effect on you, am I ri^t? 

Mr. Shamoo. Exactly. 

Mr. Cummings. OK, that’s all. 

Mr. Burton. If we could have your recommendations on this sub- 
ject, we certainly would like to have it — not that we can do any- 
thing about regulations, but we can at least talk to the FDA about 
it. 

Thank you very much. We appreciate your comments. 

Dr. Friedman? If we could have you come back up for just a few 
more questions. Obviously, we’re down near the end of the road 
here, so we’ll let you and your colleagues — I wouldn’t mind asking 
Dr. Temple a question or two, if he wouldn’t mind coming up as 
well. 

Dr. Friedman. That would be fine, sir. And if I could take the 
opportunity — there are just a couple thoughts that if I may share 
with the committee, I would be very grateful for that opportunity. 

Mr. Burton. Sure. Well, let me ask you a couple of questions 
first. 

Dr. Friedman. Please, yes, sir. 

Mr. Burton. What percent of the tests that FDA approves in- 
clude a placebo as opposed to another drug of comparable quality? 
In other words, do most of your tests that you approve of have a 
placebo? 

Dr. Friedman. I think the statement that was made by Dr. Lurie 
just a moment ago is very important in this regard. He correctly 
recognized that there are whole portions of FDA, whole divisions. 
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that barely use placebo-controlled trials ever. Infectious disease 
and oncology, cancer therapy, are the two that he named, and he’s 
absolutely correct in that regard. 

There are other parts of the agency and other kinds of diseases 
where these are more commonly used. So that, I think — I don’t 
have a numeric answer to your question. I’m sorry, sir, we can at- 
tempt to do that, but there are portions of the agency where we 
completely agree with Dr. Lurie and others that there is no place 
for placebo trials, and others where we think it’s scientificadly 
much harder to determine. 

Mr. Burton. What we’d like to have is, if you could give us some 
kind of a breakdown on how you determine whether or not you do 
it one way or the other, if you could send that to us? 

Dr. Friedman. I would be happy to, sir. 

In that regard, though, I must make this comment; The issues 
that are being raised with respect to placebo trials are very impor- 
tant, but I think that you’re going to have only a fraction of the 
answer and you’re going to have not complete, not the kind of in- 
sight that you want to the problem, unless you have at the table 
NIH, the pharmaceutical industry, investigators, people who can 
speak cogently. We spent a lot of time discussing hypertensive 
trials. 

Mr. Burton. Right. 

Dr. Friedman. And that’s a very complicated area. But properly, 
that is discussed by — this is not FDA saying to the world that you 
must do it this way; you’ve heard some very thoughtful, careful 
thinking people describe their concerns. I respect that. But I think, 
to have the fullest discussion, you need to have the people from 
NIH, from OPRR, from the local investigators, about what concerns 
or what are the other issues the/re raising. These are very impor- 
tant issues and they’re very complex issues. 

Mr. Burton. Let me just say that obviously I think you know 
and probably it’s a problem for men of medical learning such as 
you folks to come up here and talk to laymen, but we do have over- 
sight responsibilities — no. I’m not criticizing. 

Dr. Friedman. Yes, I’m happy to do it, sir. 

Mr. Burton. And so what we need to do — ^what we need to do 
is get the various parts of the picture, so that we can understand 
it. 

Dr. Friedman. Yes. 

Mr. Burton. And we will be talking to NIH and the other people 
that you talked about to get additional — and some people from the 
pharmaceutical industry. 

Let me ask you this: How many people in experimental programs 
are not reported that are dropped out or washed out? I think one 
of the doctors that preceded you indicated that 88 percent did not 
report any dropouts to the pharmaceutical companies when they 
did these tests. 

Dr. Temple. I can’t imagine where that information comes from. 
In the various classes of drugs Dr. Shamoo was talking about, the 
dropout rates from many studies is in the neighborhood of 50 per- 
cent, and it’s always reported. We also know that there are suicides 
that occur in both the treated and untreated groups. In the studies 
of anti-depressants, there’s a published study by Eli Lilly of their 
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experience with Prozac, involving over 3,000 people, in which they 
made the case that the number of suicides was the same in both 
groups. We’re aware of suicides in those trials. I don’t know where 
he gets that. 

Mr. Burton. Well, this Mr. Foster that we had before us — I 
guess there’s no way of determining whether or not he was in- 
cluded in the statistics you’re talking about? 

Dr. Temple. We can find out. 

Dr. Friedman. If I may, let me speak to that, if I may. 

Mr. Burton. How can you find out? 

Dr. Friedman. Well, we can’t, sir. And let me tell you 

Mr. Burton. You can’t? 

Dr. Friedman. We cannot. 

Mr. Burton. Because it’s coded? 

Dr. Friedman. We do not have patient-specific information. 

Mr. Burton. OK, but this is important. This is important. Be- 
cause it’s coded. So you don’t know when there’s a washout because 
the pharmaceutical company keeps those records. You don’t know 
what the person’s name is who washed out or the ones that stayed 
in the program? 

Dr. Friedman. That, in terms of 

Mr. Burton. So how do you know 

Dr. Friedman [continuing]. Confidentiality, that is absolutely 
correct, sir. 

Mr. Burton. So how do you know, then, that the records that 
they give you are accurate? 

Dr. Friedman. That’s a very important question. The quality of 
the records — I was going to say — ^we do onsite inspections where we 
look to see whether patient information that is recorded in the local 
records is consistent with the records that are submitted to the 
pharmaceutical companies, the sponsor, and ultimately, to the Food 
and Drug Administration. I personally have participated when I 
was an investigator, and when I was at the National Cancer Insti- 
tute, I personally participated in both sides of those record inspec- 
tions, sometimes conducted by the Food and Drug Administration, 
sometimes conducted by the National Institutes of Health. 

Mr. Burton. I understand, but how do you check when all you 
get are code numbers rather than people’s names? I mean, is there 
some kind of a double-check so that the code numbers are in se- 
quential numbers, or sequential order, so that they can’t drop 
somebody out without you knowing it? 

Dr. Friedman. There certainly — ^when a patient is assigned, de- 
pending on the specific clinical trial, when a patient is assigned, 
that individual has a number, and once that number is assigned, 
there is followup for that individued. 

Mr. Burton. Joe said there was no followup on his case. 

Dr. Friedman. Well, that’s a very important point, sir. Can I just 
talk about that for a second? 

Mr. Burton. Sure. 

Dr. Friedman. Because that’s really important. Obviously, I don’t 
know the specifics of the case here — of either of the two grieving 
families that we heard from today. The kinds of criticisms that 
were talked about and the concerns that were raised are very seri- 
ous concerns. But it’s not at all clear to me whether those concerns 
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relate to the Food and Drug Administration, whether they relate 
to the OPRR and the local IRB operations, whether there are State 
or local medical society issues having to do with the practice of 
medicine. I think these are profoundly important questions and 
these are troubling cases, but I don’t know the details of the spe- 
cific cases, and I say this with the greatest respect and not mean- 
ing to sound critical at all. I do not intend to be critical, sir. There 
were important misunderstandings, one might even say mistakes, 
that were made, by the individuals testifying, not out of malice, but 
out of misinformation that they were given. 

The most prominent example was the mistaken notion that FDA 
gives money or funds grants for the study of psychiatric products. 
The National Institutes of Health do; pharmaceutical companies 
do; local institutions do; universities do. We fund very few, if any, 
grants and we don’t fund the kinds of grants that were being 
talked about here. 

So there are a lot of serious issues, but I’m sorry to say it’s too 
bad that the way in which the information is presented and the 
way that this committee is analyzing this information tends to ob- 
scure and make it more difficult to come to conclusions. 

Mr. Burton. If Mr. Cummings would just let me have a few 
more questions here? 

Dr. Friedman. Please. Yes, sir. 

Mr. Burton. So if someone like Joe Foster wanted to find out if 
he’d been reported to FDA in the numbers report or the coded re- 
port, how would he do that? 

Dr. Friedman. We do not have by name specific information that 
we can then identify and say “this record relates to this particular 
individual.” 

Mr. Burton. OK, so let me ask you this: So you want to find out 
about Joe Foster’s problem. How do you do it? 

Dr. Friedman. If we 

Mr. Burton. You’re the head of the FDA. How do you do it? You 
know the pharmaceutical company that was working on the case. 
How would you do that? 

Dr. Friedman. Well, I think the question is whether it was part 
of a concern that we had about the quality of the data, in which 
case 

Mr. Burton. It’s a concern now. How would you do it? How 
would you find out about all the circumstances surrounding Joe’s 
case? 

Dr. Friedman. As I was about to say, sir, I think it depends upon 
the circumstances. If we believe that there is an investigation going 
on that has to do with the quality of the data, the sort of questions 
that you were raising, then we would have one of our inspection 
teams review the information either at the local site where the re- 
search was conducted, or work with the pharmaceutical industry. 

Mr. Burton. So the pharmaceutical company would give you 
that information? 

Dr. Friedman. No, not necessarily. I think that we don’t 

Mr. Burton. Then how do you find it out? 

Dr. Friedman. I was going to say, when the inspector is onsite, 
those records would be available for inspection and they do have 
the patient-identifying numbers or codes or the patient’s name. 
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when there’s an inspection at the plant or at the facility or at the 
research site. Maybe Dr. Temple would like to 

Dr. Temple. Well, one of the things we worry about all the time 
is whether something important is not being reported to us. You’ve 
been focusing here on whether someone in a washout period didn’t 
have something reported. We also worry about whether an adverse 
reaction to a drug wasn’t reported. So we could — and if we heard, 
or there was suspicion, that something was not reported, we can 
go to that site, find the available records, and see whether it was 
reported. There ought to be a — if Mr. Foster was in a trial, there 
needs to be a record of that. These records have to be maintained 
and we can go read it. So, does that mean that the record couldn’t 
have been made to disappear? Well, no, but 

Mr. Burton. Well, let me just say that if there’s a way you can 
do that, he’s a person who has $220,000 in medical bills, was a 
washout, was given a placebo which led to a stroke and a heart at- 
tack. I would like to know, and I guess we could have a consent 
form signed by Mr. Foster — I can get a consent form that legally 
would allow me as a Congressman to get that information. I would 
like to know how you’d check that out. Because I — ^from what you 
told me today, it sounds like to me that the FDA has a very limited 
ability to check into these washouts, these people that may have 
been given placebos that had problems, and it may have distorted, 
the information that you’re getting, from which you’re making de- 
terminations. I’d just like to know and we have one specific case, 
Joe Foster. I’d like to know about Mr. Foster. 

And with that, I yield to Mr. Cummings. 

Mr. Cummings. I just want to followup on what the chairman 
was just saying. I guess it’s one thing to have the ability to get this 
information, and I guess it’s another thing to — I just guess you’ve 
got a lot of considerations here. The more I listen to this, the more 
complicated I see that it is. 

Dr. Friedman. Yes, sir. 

Mr. Cummings. Yes. First of all, tell me — help me with the Insti- 
tutional Review Boards. What part do they play? Apparently, they 
play some part. 

Dr. Friedman. Yes, sir. 

Mr. Cummings. And do you ever — ^you may, you said a few state- 
ments about Institutional Review Boards and the problems with 
them. Do you all have any — ^is there an occasion that would cause 
you to look at an Institutional Review Board with regard to the 
kind of issues we’re talking about today? 

Dr. Friedman. There certainly are cases — we certainly do have 
site visit activity when we visit Institutional Review Boards to look 
at the adequacy of their recordkeeping, whether they meet with — 
they have the right — ^the point that you made earlier about the con- 
stitution of the committee. Is there a representative from the com- 
munity? Is there representative of this or that discipline? We look 
at those sorts of things. 

Mr. Cummings. Now, while you’re on that, who controls that? 
Does the State law control that? Does Federal law control that? Is 
there FDA regulation as to the kinds of composition on those 
boards? 
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Dr. Friedman. It’s a shared responsibility between the Office of 
Protection of Research Risk, OPRR, for NIH or federally sponsored 
research and the kinds of universities that the doctors were talking 
about previously are largely, although not exclusively, governed by 
that. But there are also our FDA regulations that have to do with 
the quality of that committee and their constitution and how they 
meet. 

So it’s a shared responsibility, and you’re quite right to say it’s 
complicated. And that’s why I kept harking back to the point that, 
unless we have everybody at the table who has a role to play, you 
only get a sort of fractional view of it. 

Mr. Cummings. Now, do you have enough money to do your in- 
vestigations and things like that? I mean, we’re here talking about 
the ability. It takes money to do a lot of these things. Do you all 
have enough money? We are the Congress of the United States of 
America, and I’m just wondering — and we do have appropriation 
powers — I’m just wondering, do you have enough money to do what 
you’re supposed to do? In other words, I don’t want you to 

Dr. Friedman. I’ll give you a longer answer than you would like, 
but I’m happy to try and respond. We certainly participate in the 
administration’s budget-planning process and we are thoroughly 
committed to the Balanced Budget Amendment. We have at any 
moment in time, like many other agencies do, a larger list of what 
we think are important ways to serve the public than we can com- 
plete at any moment in time. 

We recognize that there are many parts of Government that say 
that. I would say to you, sir, that we are trying to optimize how 
we conduct this activity. We are at the moment very stretched, try- 
ing to match all of the mandates that we have and all of the re- 
sponsibilities, the ways we want to serve the public, with the re- 
sources that are avaiilable. And I don’t say that with any complaint, 
but to say that is a tremendous challenge for us, and we think that 
we’re going to have to continue to struggle with that for the fore- 
seeable future. 

Mr. Cummings. Now finally, with regard to these Institutional 
Review Boards, that is — and then hooking them up with the drug 
trials — ^what part do they play with regard to the criteria, whether 
or not there’s going to be a placebo 

Dr. Friedman. Right. Very good. 

Mr. Cummings. Do they have some say with regard to that? 

Dr. Friedman. Absolutely. In order for clinical research to be 
conducted at an institution, you have to have that clinical protocol 
reviewed by the institution. That institution, that review board, 
looks at the protocol which describes the research experiment, 
looks at the consent form, looks at the investigator to see whether 
that person has a good reputation locally for having quality work 
done. And that research cannot go forward without the specific en- 
dorsement of the IRB. 

Now, at yearly intervals, you’re supposed to report back to the 
IRB an update of what’s happened over the past year and plans for 
the future. You also should report to that IRB any unusual 
toxicities, unexpected deaths, things like that. That’s the way, 
when I served on an IRB, that’s what I expected, and when I re- 
ported to an IRB, that’s what I did. 
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Now, granted, it was a really fine university IRB, and I just 
think the world of the people who were my colleagues on it, but 
they would take no — they had vei^ little tolerance for anything but 
quality. They were not buddy-buddy. They were scrupulous. They 
were even ruthless about looking out for patient interest. That’s my 
experience and I think that it’s not so uncommon at other IRBs as 
well. 

Mr. Cummings. I just have two questions, Mr. Chairman. You’re 
right, we need to be right now. So you’ve got the IRB and if they’re 
doing — I’m sorry, you don’t have your name tag up there 

Dr. Friedman. Dr. Temple or Dr. Nightingale. 

Mr. Cummings. And they’re doing what Dr. Temple talked about 
a few minutes ago; you’re my golf partner; I’m your golf partner; 
we’re buddies; we’re on the review board, we’ve got some research 
going on, whatever, and we’re trying to, you know, help out each 
other, and they do some things that are unethical, or there are 
some real questionable things that could lead to some of the disas- 
ters that we’ve heard about today. Where does the FDA come into 
that process? See, I’m trying figure out who’s to blame for all of 
this. 

Dr. Friedman. Let me answer it two ways, and I don’t mean to 
be pointing fibres and say, “Oh, it’s not our responsibility.” That’s 
not my intention here at all. The issues that we heard today legiti- 
mately may have to do with the quality of practice by the practi- 
tioner who was involved. I don’t loiow. I’m not making that judg- 
ment. But I’m saying that that’s a real question that several people 
asked. The term “malpractice” was brought up; the oversight of the 
local facilities by State and local medical societies who have licens- 
ing and other authority; OPRR for looking at the quality of the re- 
search that’s being conducted; NIH if some of that research was 
supported by the National Institutes of Health, and my under- 
standing is that at least for some of the things we’re talking about 
it was NIH-supported. 

And in addition to that, we have a responsibility for seeing that 
the IRB is properly constituted, that the informed consent docu- 
ments are appropriate and are signed and are kept on record. Now, 
I absolutely agree with Dr. Lurie who said that it is very hard to 
get informed consent and a document is only the beginning of that 
process. But it is an essential part of that process. 

Mr. Cummings. Let me ask you this; I think this is my final 
question. This New York case — do you have a — I mean, from what 
you know about it, do you have a problem with it? Because I do. 

Dr. Friedman. Sir, I must tell you that I don’t know enough 
about the case. I can assure you that I’m going to be looking into 
it much more carefully. I can assure you that I’m not making any 
assertions about the quality of this or that. We’re going to look at 
everything. 

But it may be possible — and I just want to say this clearly — it 
may be entirely possible that the questions that are being raised 
here have really good answers, that if we had known about this, 
we would have had those answers ready and we could have dealt 
with this. And I just have to say that, even if we weren’t respon- 
sible, tasked with having that responsibility, if this is an NIH 
study, they should be sitting here. If there are investigators, they 
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should be sitting here. If there are other people involved in it, they 
should be sitting here. I should be sitting here, too. I’m not shirk- 
ing that responsibility, but it is difficult to try and answer ques- 
tions about something where I don’t have complete information. 

Mr. Burton. We have about three or four votes coming up. I 
have just a couple more questions. Are you about finished? 

Mr. Cummings. I just wanted to say, Mr. Chairman, that I — ^you 
know, this has been very interesting and I think that if we really 
want to get to the bottom of this, we really do need to bring in 
more players and try to 

Mr. Burton. Well, we will do that. 

Dr. Friedman. Mr. Cummings, let me assure you, sir, I will look 
into this. I don’t mean to imply anything else. 

Mr. Cummings. Believe me, you were fine. Thank you. 

Mr. Burton. Let me just say this: I have one more question of 
Dr. Temple. Before I ask him this last question, the concern that 
I have is the average person like the victimized people we had here 
today and the ones we’ve had before, they don’t know that you have 
to go to four or five agencies to find out where the responsibility 
lies. Now, you’ve told us here today that we need to get NIH in 
here, and you, and other agencies in here because they’re shared 
responsibilities. You do this part; they do that — ^that is just, that 
is just unbelievable. The people out there in the hinterlands, they 
have to deal with these problems and they don’t know where to go. 
They think it’s FDA. I thought it was FDA. Now you’re telling me 
there’s other agencies involved which we will talk to. But it seems 
to me there has to be some ultimate source of responsibility, so 
that we know where to go to find the answers. 

Even this stuff we’re talking about with the coded names of peo- 
ple in the pharmaceutical industry, and I’m going to give you a for- 
mal letter asking — and get a consent form signed by Mr. Foster, so 
that we can have you go and investigate that because there is a 
lot of money involved. 

But it seems to me that there’s something that has to be done 
by the Congress probably to have some ultimate source of respon- 
sibility for all this because you can’t have this kind of fragmenta- 
tion and have the American people feel like there’s any confidence 
in government, especially when they have health problems. 

I have one last question. And you might think about that and 
maybe talk to your compatriots in the other agencies about some 
kind of way to deal with that. 

Dr. Temple, you state that a placebo-controlled trial could not be 
conducted in a case where a life-threatening disease is being treat- 
ed, and there’s an established treatment known to prolong life. 
However, you then go on to describe how placebo-controlled trials 
can be effectively carried out even with conditions such as hyper- 
tension, unstable angina, and even epilepsy, for people being treat- 
ed. You wrote about a trial done on a drug for acute angina where 
subjects were taken off the drug for only a 1- to 3-day period. Even 
in that controlled setting, you reported that six of the patients did 
not complete all 3 days of the study. You said, and I quote, “they 
left for administrative reasons, death, or acute infarction.” Some 
would argue that placing trial subjects at risk for acute infarction 
is unethical, given the irreversible nature of those outcomes. 
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Now, how can the FDA maintain that that kind of testing is ethi- 
cal? 

Dr. Temple. Let’s do the last first. That was not a trial where 
there was existing therapy. That was the first trial in unstable an- 
gina of a drug called Verpamil, and the number of people, those six 
people, came from both treatment groups. So I think that’s been 
somewhat misinterpreted. That is, that was used to illustrate an- 
other point about how to do a trial. 

Dr. Friedman. You look confused, Mr. Burton. May we clarify 
that? 

Mr. Burton. I am confused. I mean, you know 

Dr. Friedman. That was the first trial — ^what Dr. Temple has 
just said, that’s an old trial. It was the first trial of a treatment 
for unstable angina. It was exactly the situation that Dr. Lurie said 
would be appropriate for a placebo-controlled trial where there 
wasn’t an established treatment. 

Mr. Burton. So this was prior to established treatment, you’re 
saying? 

Dr. Friedman. And, and that the deaths that have been de- 
scribed are both from the treated group and the placebo group. 
That’s what I heard Dr. Temple just say. 

Dr. Temple. 'That’s right. I don’t remember the numbers of each, 
but I know they were present in both groups. That was part of a 
paper designed to illustrate a trial that we thought was a reason- 
able way to go ahead in a condition that was frightening to people. 
People were on placebo actually for only 1 day. And then, depend- 
ing on their response, they were moved to therapy. But there was 
no known treatment that was effective at the time. 

Mr. Burton. Would you say, then, that you don’t agree with fur- 
ther placebos in this kind of a trial? 

Dr. Temple. No. That depends. Can I just — ^you could believe 
from the testimony you heard that the reason we like placebo is 
whim or stupidity. But that’s not the reason. The problem with the 
alternative kind of study that people have talked about. Dr. Lurie 
in particular, the equivalence trials, is that there are many cir- 
cumstances in which it’s not informative. The failure to show a dif- 
ference between two treatments doesn’t necessarily mean that ei- 
ther of them work. 

Now, that’s a long and complicated matter. I have lots of exam- 
ples in things that I’ve published, but for the moment, take my 
word for it. To the extent that’s true — to the extent that’s true, a 
showing of equivalence is not good evidence that a drug works. If 
an anti-depressant isn’t shown to work, marketing it to millions of 
people is not a favor to them. 

Mr. Burton. Well, let me interrupt. I’ve got to go vote. How 
much time’s on the clock? I have to live by a clock, like all of us 
do. 

Dr. Friedman. Yes, sir. 

Mr. Burton. But you take a person who has hypertension and 
you put them into a program where there is a placebo, and they 
have the kind of outcome that we’ve seen here today. That is, it 
seems almost criminal. 

Dr. 'Temple. Well, the kinds of trials that we 
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Mr. Burton. And how do you check the IRB in question to make 
sure that they’re doing this properly? 

Dr. Temple. The kinds of trials that we would allow in h 3 qjer- 
tension would be trial in people with mild to moderate hyper- 
tension, not severely ill. They would certainly have to be closely 
monitored and the trials would be very short. 

Mr. Burton. Well, this fellow today, Joe, 180/110 

Dr. Friedman. Sir, again, we don’t have all the information, but 
let me just say, what he said was he wasn’t even eligible for the 
trial, is what his physician told him. That’s my understanding. So 
that if that — it sounds like he was not — again, I don’t have the in- 
formation, but just listening to this very poignant testimony, it 
sounds like he was not a candidate and should not have been en- 
tered on the study. That’s what they said. OK, but I mean, that’s 
what we’re led to believe or that’s the information that we have. 

So his situation, again, are there circumstances in which under 
very carefully controlled situations you can go to a patient and say 
“would you permit yourself, would you agree to participate in this 
trial?” The critical issues here are full informed consent, and we’ve 
heard that there’s considerable question about whether this patient 
understood what was being offered or if that information was pro- 
vided; I’m making no judgment, but from what I’ve heard today, 
that patient did not have all the informed consent that he and his 
wife would have wanted to make that decision. And then it’s a mat- 
ter of choice for the physician and for the patient. 

I have had patients who have told me they have such intolerance 
of their current treatment, even though it is a reasonable treat- 
ment, even though it has benefits for them, that they would rather 
stop that treatment and try something new rather than continue 
with the side effects of that treatment. I’m not judging whether 
that’s right or wrong. I think our responsibility is to make sure 
that the information is there, that it’s conveyed properly to the pa- 
tient, and that the patient and his family get to make an informed 
choice. Those things may not have occurred in this situation. They 
may not have occurred. I clearly hear what they’re saying. But 
that’s not a design in the study problem. That’s that this may not 
have been the right patient; this may not have been the right cir- 
cumstances. 

Mr. Burton. Well, I guess you know I have people in my family 
that have hypertension and I think everybody does. And how close- 
ly would you have to monitor somebody to be able to prevent or 
guarantee that they’re not going to have a stroke? 

Dr. Friedman. Well, again, I think that that’s a very important 
question and the relevant people 

■ Mr. Burton. And that’s why I don’t understand — I don’t under- 
stand placebos. 

Dr. Friedman. Let me explain to you, sir, that there are plenty 
of people who walk around with very mild hypertension, and for 
those people you say to them, as a physician, I say to those people, 
“Would you please try and lose 10 pounds? Would you go on a low 
salt diet? Would you try and quit smoking? Would you try and ex- 
ercise?” Those people are untreated, while I say to them: Know 
that all drugs have side-effects. We know these lifestyle changes 
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can have important ramifications. “Would you please try that and 
then you won’t have the side effects of the medicine? ” 

I’m not saying that’s untreated, but it isn’t drug therapy, sir. 
And again, without having the Heart, Lung and Blood Institute, 
without having people from the American Cardiology Association, 
other people who can speak really in an informed manner about 
this — ^this is a really complicated issue that you deserve to have all 
the information on. It’s a common problem in the United States. 
Mr. Cummings made the very, very important point that, especially 
in the African American community, this is a terrible killer. 

But to have a full discussion of when you use placebos, how you 
use washout periods in hypertension, is beyond the scope of the few 
minutes that we have left. It deserves a fuller discussion. 

Mr. Burton. Well, we will send you a list of questions and we’ll 
contact some other people. 

Dr. Friedman. Thank you, sir. 

Mr. Burton. And we’d also like to have the answers to the ques- 
tions that we have asked regarding the informed consent. 

Dr. Friedman. We look forward to getting all those questions 
and we’ll respond. 

Mr. Burton. I appreciate very much your cooperation. The meet- 
ing stands adjourned. 

Dr. Friedman. Thank you, Mr. Chairman. 

[Whereupon, at 4:09 p.m., the committee adjourned subject to the 
call of the Chair.] 
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